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Soon after the discovery of streptomycin it was 
larned that this drug was a neurotoxic substance, fre- 
quently producing, after several weeks of treatment, 
impairment of the vestibular function of the eighth 
cranial nerve and occasionally causing deafness." 
Dihydrostreptomycin, produced by the catalytic hydro- 
genation of streptomycin, was recently introduced as 
asubstitute for streptomycin, the main advantage being 
that the new drug was less neurotoxic. However, the 
original reports,? both of laboratory and clinical studies, 
emphasized that the new drug was not completely free of 
neurotoxicity and that its use might be followed by 
impaired vestibular function, deafness or both. Our 
experience with the first 35 patients treated at the 
Mayo Clinic with dihydrostreptomycin was confirma- 
tory of the foregoing and has been summarized in a 
recent report. 


Now, in an effort to learn why certain patients had 
uitoward reactions, we have reviewed the records of all 
our patients whose treatment with dihydrostreptomycin 
was followed by neurotoxic changes. The pertinent 
lata for each of these cases are given in the following 
case reports. 


INFLUENCE OF IMPAIRMENT OF RENAL FUNCTION 


Case 1—A white woman 49 years of age with staphylococcic 
“pticemia was given 2.8 Gm. of streptomycin per day from 
June 17 to June 25, 1948, when symptoms of vestibular damage 
ieveloped. From July 7 to July 9, 2.0 Gm. of streptomycin 
yet day was given, and again administration of the drug had 


—_ 


(y_ he iby drostreptomycin used in this study was supplied by Merck & 
ee way, N. J., through Dr. James M. Carlisle and Dr. Augustus 


. From the Division of Medicine (Dr. Carr and Dr. Hodgson), the 
we banat Otolaryngology and Rhinology (Dr. Brown) and the Section 
' eriology (Dr. Heilman) of the Mayo Clinic, Rochester. 
wi, er H. A., and Hinshaw, H. C.: Toxic Reaction of Strepto- 
2: 3453 the Eighth Nerve Apparatus, Proc. Staff Meet., Mayo Clin. 
*347-352 (Sept. 4) 1946. 
Kens, . 5 A. O.; Frost, B. M.; Graessle, O. E.; Hawkins, J. E., Jr.; 
_5.; Mushett, C. W.; Silber, R. H., and Solotorovsky, M.: An 
83493 1 Evaluation of Dihydrostreptomycin, Am. Rev. Tuberc. 58: 
ad (Nov.) 1948. Hobson, D. B.; Tompsett, D.; Muschenheim, C., 
McDer mott, W.: A Laboratory and Clinical Investigation of Dihydro- 
ema, Am. Rev. Tuberc. 581 501-524 (Nov.) 1948, Hinshaw, 
Minister” W. H.; Carr, D. T., and Brown, H. A.: The Clinical 
Report, “4 of Dihydrostreptomycin in Tuberculosis: A Preliminary 
; Rev. Tuberc. 58: 525-530 (Nov.) 1948. 
Te Us” D. T.; Hinshaw, H. C.; Pfuetze, K. H., and Brown, H. A.: 
d of Dihydrostreptomycin in the Treatment of Tuberculosis, Dis. 
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to be discontinued because of vertigo. Beginning August 2 the 
patient was given 0.4 Gm. of dihydrostreptomycin every three 
hours, a total daily dose of 3.2 Gm. On August 21 dizziness 
recurred, and hypofunction of the labyrinths was demonstrated 
by the caloric test. Renal failure was evidenced by a concentra- 
of urea in the blood of 140 mg. per hundred cubic centimeters. 
The concentration of dihydrostreptomycin was 320 micrograms 
per cubic centimeter of serum. 

Case 2.—A white woman 41 years of age had tuberculosis 
of the left kidney. The right kidney had been removed earlier 
because of the same disease. A value for urea in the blood of 
36 mg. per hundred* cubic centimeters was accepted as evidence 
of adequate renal function, and, beginning May 6, 1949, she 
was given 1 Gm. of dihydrostreptomycin every twelve hours. 
On May 30 the patient complained of dizziness, and the caloric 
test, which before treatment had not suggested any abnormali- 
ties, now revealed the presence of severe vestibular damage. 
Although treatment was stopped immediately, a caloric test 
made one week after cessation of treatment revealed complete 
loss of vestibular function. Further study then revealed that 
although the concentration of urea in the blood was normal, 
urea clearance was decreased to 20.9 cc. per minute, with a 
volume of urine of 2.37 cc. per minute, and the concentration 
of serum sulfate was increased to 6.5 mg. per hundred cubic 
centimeters. The patient again was given 1 Gm. of dihydro- 
streptomycin every twelve hours for three days. The concen- 
tration of dihydrostreptomycin in the blood serum was then 
found to be 93.6 micrograms per cubic centimeter one hour 
after the last injection. After twelve hours the concentration 
was 36.8 micrograms and after twenty-four hours 15.8 micro- 
grams per cubic centimeter. The dose of the drug was then 
reduced to 0.5 Gm. every twelve hours, and with this dose 
the concentration of dihydrostreptomycin in the blood serum 
one hour after an injection was 57.2 micrograms per cubic 
centimeter. This regimen was followed from June 8 through 
August 30, without any further reaction. Results of tests of 
kidney function were unchanged, and audiograms disclosed no 
loss of hearing. 

Case 3.—Beginning March 15, 1949, a white ‘woman 58 
years of age was given 1 Gm. of dihydrostreptomycin intra- 
muscularly every twelve hours for treatment of miliary tuber- 
culosis. She was given, in addition, para-aminosalicylic acid 
and glucosulfone sodium (sodium p,p’-diaminodiphenylsulfone- 
N,N’ didextrose sulfonate) orally. On April 28 the caloric test, 
which had given a response indicative of normal conditions 
before treatment, revealed almost complete loss of vestibular 
function. An audiogram at this time gave no evidence of 
anything abnormal (the accompanying figure). Impairment of 
renal function had developed, attributable either to the dibydro- 
streptomycin therapy or to the miliary tuberculosis. The con- 
centration of urea in the blood had increased from 28 to 58 mg. 
per hundred cubic centimeters, and the urea clearance was 13.4 
cc. per minute, with a volume of urine of 0.7 cc. per minute. 
The concentration of dihydrostreptomycin in the blood serum 
was 92.8 micrograms per cubic centimeter one hour after injec- 
tion of 1 Gm. of dihydrostreptomycin. After twelve hours the 





4. The concentratien of dihydrostreptomycin was determined by the 
cup plate method of assay, with the S. M. strain of Staphylococcus aureus. 
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concentration was 33.6 and after twenty-four hours 18.8 micro- 


grams per cubic centimeter. In spite of the toxic reaction to 
dihydrostreptomycin, the seriousness of the disease seemed to 
warrant further treatment, and the same dose of the drug was 
continued until May 31. Vestibular function had been com- 
pletely lost by this time, and audiograms gave evidence of some 
deafness in the higher frequencies (the accompanying figure). 
Administration of dihydrostreptomycin was resumed on July 8, 
the dose being 0.25 Gm. intramuscularly every twelve hours. 
Serial audiograms disclosed progressive loss of hearing; there- 
fore, administration of dihydrostreptomycin again was stopped 
on July 27. On September 22 an audiogram (the accompanying 
figure) revealed further loss of hearing, and caloric tests still 
revealed complete loss of vestibular function. The last audio- 
gram, made December 10, showed no further loss of hearing. 
The miliary tuberculosis had responded well; a roentgenogram 
of the thorax indicated complete disappearance of the miliary 
lesions, and cultures of gastric washings were negative for acid- 
fast bacilli. Treatment with para-aminosalicylic acid was dis- 
continued at this time. Administration of glucosulfone sodium 
had been discontinued on May 25 because hemolytic anemia 


had developed 
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air conduction. Serial audiograms (right ear) showing the 
of deafness during and after administration of dihydro- 
he vertical line of figures represents the loss in 
decibels, the horizontal line the pitch. The audiograms of the left ear 
were closely similar to those of the right. The most recent audiogram, 
made on Dec. 10, 1949 showed the same degree of deafness as that made 


of the same year 
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Case 4.—Beginning Nov. 4, 1948, a white woman 33 years 
of age was given 1 Gm. of dihydrostreptomycin every twelve 
hours intramuscularly for treatment of tuberculosis of the lungs 
and of the bronchus of the lower lobe of the right lung. On 
December 18 vertigo developed, and the caloric test, the results 
of which previously had been indicative of normal vestibular 
function, gave evidence of hypofunction on the right side. This 
patient had a functionless left kidney, and, although results of 
the urea clearance test did not suggest impairment, the value 
for serum sulfate was 6.5 mg. per hundred cubic centimeters, 
indicating some impairment of renal function. The concentra- 
tion of dihydrostreptomycin in the blood serum was 68.8 micro- 
grams per cubic centimeter one hour after intramuscular 
injection of 1 Gm. of dihydrostreptomycin, and after twelve 
and a half hours the concentration was 14.9 micrograms per 
cubic centimeter. The dose of dihydrostreptomycin was 
decreased to 1 Gm. every twenty-four hours, but on December 24 
the caloric test revealed that further vestibular damage had 
taken place on the right side. Administration of the drug 


was stopped, and by December 30 the vertigo had almost sub- 
sided but the results of the caloric test were unchanged. 
Reexamination on April 1, 1949, showed no change in the 
results of the caloric test. 
the left normal. 


The right side was hypoactive and 
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In each of the patients in these 4 cases renal function 
was decreased and the concentration of dihydrostrepto- 
mycin in the blood serum was abnormally high. In our 
laboratory,’ when patients with normal renal function 
were given 1 Gm. of dihydrostreptomycin every twelye 
hours, the concentration of dihydrostreptomycin in the 
blood serum one hour after an injection was 45.6 to 
57.6 micrograms per cubic centimeter. In contrast 
to this, the concentration of dihydrostreptomycin in the 
blood serum of the patients in cases 2, 3 and 4 was, 
respectively, 93.6, 92.8 and 68.8 micrograms per cubic 
centimeter. The maximal nontoxic concentration of 
dihydrostreptomycin in the blood serum is not yet 
known, but it seems reasonable to attribute the neuro- 
toxic reactions in the cases just reported to the abnor- 
mally high concentrations of the drug in the blood serum 
rather than to an idiosyncrasy to the drug. 


EFFECTS OF 2 GM. OF DIHYDROSTREPTOMYCIN DAILY 


Cast 5.—Beginning Nov. 22, 1948, a Negro woman 24 years 
of age was given 2 Gm. of dihydrostreptomycin intramuscularly 
every twenty-four hours for a tuberculous draining sinus of the 
left lumbar region. On Jan. 5, 1949 vertigo developed, and 
the caloric test revealed the presence of slight hypoactivity of the 
labyrinth on both sides. The dose of dihydrostreptomycin was 
reduced to 1 Gm. every twenty-four hours, and by January 20, 
when treatment with the drug was completed, the vertigo had 
subsided. At this time the caloric test gave evidence of bilateral 
normal labyrinthine function. On July 14 results of the caloric 
test and an audiogram both indicated that vestibular function 
and hearing were normal. 

Case 6—A white woman 44 years of age was given an 
intramuscular injection of 2 Gm. of dihydrostreptomycin every 
twenty-four hours for a tuberculous sinus of the neck. This 
treatment began Nov. 16, 1948. On Jan. 5, 1949 she noticed 
slight vertigo, and the caloric test, compared with one made 
before treatment, revealed that function of the right labyrinth 
was slightly decreased. The dose of the drug was decreased 
to 1 Gm. every twenty-four hours, and the vertigo diminished. 
On January 19, after a total of sixty days of treatment, the 
caloric test still revealed the presence of slight hypoactivity of 
the right labyrinth. Reexamination on October 4 revealed that 
there had been no change in the results of the caloric test, and 
an audiogram indicated that hearing was normal. 

Cast 7.—A white woman 33 years of age was given 2 Gm. 
of dihydrostreptomycin intramuscularly every twenty-four hours 
from Nov. 9, 1948 to Jan. 7, 1949 for multiple tuberculous 
sinuses of the left side of the groin and both lumbar regions. 
A caloric test made before treatment began revealed that both 
labyrinths were slightly hypoactive. No symptoms of vestibular 
damage developed during the sixty days of treatment, but a 
caloric test made on January 11 revealed that slight further 
decrease in function had taken place. Later, the patient 
reported that for about six weeks after the completion of the 
treatment she had had difficulty in hearing the tick of her 
watch. However, an audiogram on April 28 gave no . 
of loss of hearing. A caloric test made at the same time 
indicated the presence of slight bilateral hypofunction of the 
vestibular apparatus. 


The patients in cases 5, 6 and 7 were given 2 Gm. of 
dihydrostreptomycin once each day. The concentration 
of dihydrostreptomycin in the blood serum was 
determined in any of these cases, but in 3 other cases 
this value, one hour after intramuscular injection ot 
2 Gm. of dihydrostreptomycin, was, respectively, ae, 
177.6 and 214.4 micrograms per cubic centimeter. ” 
is probable that there were similar concentrations ™ 
ser 





5. Levin, L.; Carr, D. T., and Heilman, F. R.: The 
Dihydrostreptomycin in Various Body Fluids, Am. Rev. Tuberc. 
536 (Nov.) 1948. 
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cases 5, 6 and 7 and that the neurotoxicity may be 
attributed to the high concentration of dihydrostrepto- 
mycin in the blood serum. 


EFFECTS OF 3 GM. OF DIHYDROSTREPTOMYCIN DAILY 

Case 8—A white man 32 years of age was given 1 Gm. of 
dihydrostreptomycin intramuscularly every eight hours for 
tuberculosis of the genitourinary tract, spinal column and tho- 
racic wall. On Sept. 21, 1948, after forty-two days of treat- 
ment, mild vertigo developed, and the caloric test revealed the 
presence of slight bilateral hypofunction of the vestibular appa- 
ratus. Administration of the drug was stopped on September 25 
and the symptoms subsided promptly. A caloric test on May 
2, 1949 indicated that labyrinthine function had improved bilat- 
erally, the left side reacting normally at this time. Audiograms 
gave no evidence of auditory damage. 

Cast 9.—From Sept. 30 to Nov. 28, 1948, 1 Gm. of dihydro- 
streptomycin was given intramuscularly every eight hours to a 
Negro woman 30 years of age who had tuberculosis of the 
lungs, larynx and some vertebrae. She complained of no symp- 
toms of damage to the eighth cranial nerve, but a caloric test, 
made at the end of the sixty days of treatment, revealed slight 
hypofunction of the vestibular apparatus on both sides. 


We have not treated enough patients with 3 Gm. 
of dihydrostreptomycin per day to know how frequently 
this dose of the drug will cause toxic reactions. Neither 
do we know the concentration of dihydrostreptomycin 
in the blood serum in cases 8 and 9. However, these 
two instances of vestibular damage occurred in a small 
group of 3 patients with normal renal function, each of 
whom was given 3 Gm. of dihydrostreptomycin per day. 
It seems probable that this dose of the drug frequently 
will produce a neurotoxic concentration of dihydrostrep- 
tomycin in the blood serum, and we no longer give more 
than 2 Gm. per day to any patient. 


UNEXPLAINED TOXIC REACTION 

Case 10—A white man 49 years of age was given 1 Gm. 
of dihydrostreptomycin intramuscularly every twelve hours from 
Oct. 20 to Dec. 19, 1948 for tuberculosis of the lungs. He had 
no toxic symptoms during the period of treatment, and, through- 
out the period of observation, the caloric test gave results 
indicative of normal conditions. A tuning fork test revealed 
that hearing was normal at the conclusion of treatment. Sub- 
sequently the patient noted slight difficulty in hearing the tick 
of his watch, and an audiogram made on May 14, 1949 
revealed partial deafness for high tones (frequencies of 2048 and 


higher ). 


This patient weighed 57.3 Kg., so the total daily 
dose of dihydrostreptomycin was only 34.9 mg. per 
kilogram of body weight. This was divided into two 
mjections, and there was no evidence of impairment of 
renal function. The concentration of dihydrostrepto- 
mycin in the blood serum was not determined, but 

€ is no reason to believe that there was an abnor- 
mally high concentration at any time. Fortunately, the 
man is deaf only for high tones, and this is of no 
meonvenience to him. 

COMMENT 


In 9 of the 10 cases the data presented suggest that 
neurotoxic reactions to dihydrostreptomycin were 
attributable to the presence of too great a concentration 
dihydrostreptomycin in the blood serum rather than 
yncrasy to the drug. We have shown previ- 
wusly* that 1 Gm. of dihydrostreptomycin every twelve 
= is a safe dose for an adult who weighs 50 to 
tn and whose renal function is normal. We also 
shown * that the concentration of dihydrostrepto- 
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mycin in the blood serum of a patient on such a regimen 
rises to anywhere from 45.6 to 57.6 micrograms per 
cubic centimeter one hour after an injection of 1 Gm. 
of the drug. It would seem, therefore, that neurotoxic 
reactions to dihydrostreptomycin might be avoided or 
minimized by the regulation of the dose so that the 
maximal concentration in the blood serum is never 
more than 50 micrograms per cubic centimeter. 
Unfortunately, there is no simple laboratory method 
for determining accurately the concentration of dihydro- 
streptomycin in the blood serum, and the cup plate 
method now in use is so time-consuming that it is not 
practical to make the determination at frequent inter- 
vals in ordinary ‘cases. 

Some workers have varied the total daily dose 
according to the weight of the patient, but in our experi- 
ence the maximal concentration of dihydrostreptomycin 
in the blood serum is not always directly proportional 
to the daily dose per kilogram of body weight. Conse- 
quently, we do not believe that the total daily dose 
should be absolutely proportional to the body weight. 
We doubt that a dose of 1 Gm. of dihydrostreptomycin 
every twelve hours need be exceeded, except on rare 
occasions. Whenever there is evidence of decreased 
renal function or whenever the patient’s body weight 
is less than 50 Kg., however, the total daily dose should 
be reduced accordingly. 


SUMMARY 


The records of 10 patients with neurotoxic reactions 
to dihydrostreptomycin have been reviewed. In 9 of 
the 10 cases, there was either direct or circumstantial 
evidence that the maximal concentration of dihydro- 
streptomycin in the blood serum was greater than 60 
micrograms per cubic centimeter. The high concentra- 
tions were attributed to administration of a total daily 
dose of 3 Gm. in 2 cases, to administration of 2 Gm. in 
a single daily injection in 3 cases, to the presence of 
impaired renal function in 3 cases and to a combination 
of two of these factors in 1 case. Although the maximal 
safe concentration of dihydrostreptomycin in the blood 
serum is not known, it seems likely that a maximal daily 
concentration of more than 60 micrograms per cubic 
centimeter for several weeks frequently will damage 
either the vestibular or the auditory system. 





Contract Practice.—Contract practice as applied to medi- 
cine means the practice of medicine under an agreement between 
a physician or a group of physicians, as principals or agents, 
and a corporation, organization, political subdivision or indi- 
vidual, whereby partial or full medical services are provided 
for a group or class of individuals on the basis of a fee schedule, 
or for a salary or for a fixed rate per capita. Contract practice 
per se is not unethical. Contract practice is unethical if it 
permits of features or conditions that are declared unethical 
in these Principles of Medical Ethics or if the contract or any 
of its provisions causes deterioration of the quality of the 
medical services rendered. 

Groups and Clinics.—The ethical principles actuating and 
governing a group or clinic are exactly the same as those 
applicable to the individual. As a group or clinic is composed 


of individual physicians, each of whom, whether employer, 
employee or partner, is subject to the principles of ethics herein 
elaborated, the uniting into a business or professional organiza- 
tion does not relieve them either individually or as a group 
from the obligation they assume when entering the profession. 

From the PrincrpLtes oF Mepicat Etnics of the American 
Medical Association. 
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SUBCLINICAL CARCINOMA OF CERVIX UTERI 


Evaluation of Endocervical Curettage in Detection ond Differential 
Diagnosis of Preinvasive and Covert Invasive Carcinoma 


EDGAR R. PUND, M.D. 
and 
JOE M. ECHOLS, M.D. 
Augusta, Ga. 


The idea that surface carcinoma could be the fore- 
runner of invasive carcinoma was first conceived by 
Kroders ' and Schiller.2. Several reports in the journal- 
istic literature have proved conclusively that invasion 
does follow preinvasive carcinoma of the cervix uteri.* 
Therefore the detection and diagnosis of carcinoma of 
the cervix in its preinvasive phase offers a challenge to 
the members of the medical profession because adequate 
treatment of the lesion at this stage should result 
in cure. 

The study of exfoliated cells, which was initiated by 
Papanicolaou and Traut,* has enabled the physician to 
detect cancer in its subclinical stage. It is necessary, 
however, to confirm the diagnosis by histologic study. 
Multiple biopsies at the squamocolumnar junction of 
the cervix must be secured for two reasons: first, the 
site of the early carcinoma may be so small as to be 
missed °; second, it is necessary to differentiate pre- 
invasive from covert invasive carcinoma.** Advanced 
invasion may be present in the clinically innocent 
cervix, because invasion frequently remains confined 
within the endocervical canal for a period of years 
before a breakthrough of the vaginal surface occurs.* 
Furthermore, the preinvasive carcinoma, which usually 
begins at the squamocolumnar junction, tends to dis- 
place the columnar epithelium more readily than the 
squamous epithelium *; because the carcinoma follows 
the surface contour into the glands, these deeper areas 
are probable sites for concealed invasion. 

Biopsy alone will frequently fail to differentiate a 
preinvasive carcinoma from an invasive carcinoma. 
The latter is often surrounded by borders where the 
carcinoma is confined to the natural surfaces, and the 
extent of these borders varies inversely with the degree 





From the Departments of Pathology and of Obstetrics and Gynecology 
of the University of Georgia School of Medicine. 

1. Broders, A. C.; Carcinoma in Situ Contrasted with Benign Pene- 
trating Epithelium, J. A. M. A. 98: 1670 (Nov. 12) 1932. 

2. Schiller, W.: Early Diagnosis of Carcinoma of the Cervix, Surg., 
Gynec. & Obst. 56: 210 (Feb.) 1933. 

3. (a) Pund, E. R.; Nettles, J. B.; Dick, F., Jr., and Cardwell, E. S., 
Jr.: The Pathology of Early Carcinoma of the Cervix: The Status of 
Preinvasive Carcinoma, South. M. J. 41: 711 (Aug.) 1948. (b) Steven- 
son, C. S., and Scipiades, E. S., Jr.: Non-Invasive Potential “Carcinoma” 
of the Cervix, Surg., Gynec. & Obst. 66: 822 (May) 1938. Schmitz, H., 
and Benjamin, E. L.: The Early Histologic Diagnosis of Carcinoma of 
the Uterine Cervix, J. A. M. A. 103: 808 (Sept. 15) 1934. Smith, 
D. V., and Pemberton, F. A.: The Picture of Very Early Carcinoma of 
Uterine Cervix, Surg., Gynec. & Obst. 59:1 (July) 1934. (c) Knight, 

. V.: Superficial Non-Invasive Intraepithelial Tumors of the Cervix, 
Am, J. Obst. & Gynec. 46: 333 (Sept.) 1943. (d) Younge, P. A.: 
Preinvasive Carcinoma of the Cervix, Arch. Path. 27: 804 (April) 1939. 
Younge, P. A.; Hertiz, A. T., and Armstrong, D.: Study of 135 Cases 
of Carcinoma in Situ of Cervix at the Free Hospital for Women, Am. J. 
Obst. & Gynec. 58: 867 (Nov.) 1949. (¢) Taylor, H. C., Jr., and Guyer, 
H. B.: A Seven Year History in Early Cervical Cancer, ibid. 52: 451 
(Sept.) 1946. Ayre, J. E., and Ayre, W. B.: Progression from “Pre- 
cancer” Stage to Early Carcinoma of Cervix Within One Year, Am. J. 
Clin. Path. 19:770 (Aug.) 1949. 

4. Papanicolaou, G. N., and Traut, H. F.: Diagnosis of Uterine 
Cancer by the Vaginal Smear, Commonwealth Fund, New York, Oxford 
University Press, 1943. 

5. Foote, F. W., Jr., and Stewart, F. W.: The Anatomical Distri- 
bution of Intraepithelial Epidermoid Carcinoma of the Cervix, Cancer 
1: 431 (Sept.) 1948. 

6. Pund, E. R.; Nettles, J. B.; Caldwell, J. D., and Nieburgs, H. D.: 
Preinvasive and Invasive Carcinoma of the Cervix Uteri, Am. J. Obst. 
& Gynec. 55:831 (May) 1948. 
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Carcinoma of the Cervix Uteri, J. A. M. A. 181: 960 (July 20) 1946. 
(c) Pund, Nettles, Dick and Cardwell.” 


CERVIX—PUND AND ECHOLS 








J. A. Moa 
Aug. 5, 1959 


of invasion.* For these reasons we have recommended 
endocervical curettage in addition to multiple biopsies. 
Meyer,"® Schiller,? Knight ** and Younge ** had preyi- 
ously mentioned the value of this procedure ; however, 
there have been no reports of an ample series of cases. 
In order to evaluate this procedure we have now col- 
lected 71 cases of subclinical carcinoma in which 
endocervical curettage was performed. Only those 
cases of carcinoma are included which were diagnosed 
by endocervical curettage alone or in which the study 
of sections of cervix revealed a carcinoma which was 
confined to the natural surfaces. In order to adequately 
survey the cervix we request multiple biopsies, endo- 
cervical curettings and corporeal curettings. The mate- 
rial is placed immediately in isotonic sodium chloride 
solution, in different containers, and sent to the labora- 
tory. The respective specimens of scrapings are washed 
a few seconds in water in order to lake the blood. 
Clotted blood and mucus will swell in water and can 
be readily separated from tissue. In this manner all 
tissue submitted can be easily fixed, blocked, sectioned 


and studied. 
BIOPSY 


CERVICAL 
Fifty-five of our 71 patients had one or more cervical 
biopsies in addition to the curettage, and in 44 the neo- 
plasm was found in the biopsied specimen. In 9 persons 
with negative biopsies the diagnosis was made from 
examination of the endocervical curettings. Thus, if 
the curettage had not been done the carcinoma would 
have remained undiagnosed in 16 per cent. In 2 
patients, 1 who had a positive Papanicolaou smear and 
another who was surveyed as a precautionary measure 
prior to hysterectomy, the diagnosis was missed by 
both cervical biopsy and endocervical curettage. It was 
thought, however, that invasive carcinoma had been 
eliminated as a possibility, and both these patients were 
subjected to total hysterectomy. In both instances 
preinvasive carcinoma of the cervix was found after 
removal of the uterus—in the first patient, in one of two 
sections examined; in the second, in only one of five 
sections. It should be stated that in one of these 
patients only a single biopsy was obtained and that 
in the other patient the multiple biopsies were not 
obtained from the squamocolumnar junction. 
Four of the 9 patients with negative cervical biopsies 
were treated with radium and the other 5 were subjected 
to hysterectomy. In 2 of the 5 the remains of pre- 
invasive carcinoma were found in the specimen, and in 
3 there were no remains. Endocervical curettage there- 
fore does interfere with early subsequent histologic 
study of the uterus; however, this does not detract 
from the value of the procedure as a method of 
diagnosis (table 1). 


REPORT OF CASE 

Case 1.—A white woman aged 43 complained of hot flushes 
abdominal distention and irregular menses of three years’ dura- 
tion. For four months prior to her admission uterine 
had occurred every seven days. A stained smear from the 
junctional endocervix revealed cells suggestive of carcinoma. 
Chronic inflammatory changes were observed in the three 
sections of junctional endocervix; however, squamous 
carcinoma, which was confined to the natural surfaces, we 





8. Pund, Nettles, Dick and Cardwell. Schiller.* 
cageeunds Nettles, Caldwell and Nieburgs. Pund, Nettles, Dick a4 
arawe “ 
10. Meyer, R.: Histological Diagnosis of Early Cervical Carciea™® 
Surg., Gynec. & Obst. 73: 129 (Aug.) 1941. 
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seen in one of the several small fragments of endocervical 
curettings. A total abdominal hysterectomy and left salpingo- 
oophorectomy was performed two weeks after the biopsy. Pre- 
invasive carcinoma was found in two of eight sections of the 
junctional endocervix. 


Taste 1.—Diagnosis of Preinvasive Carcinoma in Eleven 
Patients with Negative Biopsy 


Endocervical 
Negative Biopsy Serapings Smear Uterus 
1 Seetion Negative Not done Preinvasive carcinoma 
in 1 of 2 sections 
4 Small sections Negative Positive Preinvasive carcinoma 


in 1 of 5 sections 
9 Searred sections Preinvasive Not done Radium 


carcinoma 

$ Sections Preinvasive Positive Radium 
earcinoma 

4 Sections Preinvasive Positive Radium 
earcinoma 

$ Sections Preinvasive Not done Radium 
carcinoma 

1 Small section Preinvasive Positive Regenerating preinva- 
earcinoma sive carcinoma 

$ Small sections Preinvasive Positive Preinvasive carcinoma 
earcinoma in 2 of 8 sections 

jb Sections portio Preinvasive Positive 0 of 6 sections 
carcinoma 

4 Section: Preinvasive Positive 0 of 6 sections 
carcinoma 

1 Section Preinvasive Not done 0 of 5 sections 
earcinoma 


ENDOCERVICAL CURETTINGS 

Of the 71 cases of carcinoma of the cervix, cervical 
biopsies were not obtained in 16; therefore, including 
the 9 cases with negative cervical biopsies, 25 of the 
7l cases of subclinical cancer were diagnosed by exami- 
nation of endocervical curettings, 13 of which displayed 
preinvasive carcinoma and 3, invasive carcinoma. 
Hysterectomy was performed in 7 of the cases diag- 


TasL_e 2.—Cases Without Cervical Biopsy 
? Uterus After 
Case Endocervical Curettage Smear Hysterectomy 


1 Preinvasive carcinoma Positive Preinvasive carcinoma 
in 2 of 5 sections 


2 Preinvasive carcinoma None Preinvasive carcinoma 
in 2 of 5 sections 
3 Preinvasive carcinoma None Confirmed preinvasive 


earcinoma rimming the 
external os 


4 Preinvasive carcinoma None Remains of preinvasive 
cancer in an occasional 
area 

5 Preinvasive carcinoma None Preinvasive carcinoma 
in 1 of 6 sections 

6 Preinvasive carcinoma None Remains of preinvasive 
carcinoma 

’ Preinvasive carcinoma Positive Radium 

8 Preinvasive carcinoma i 

9 Preinvasive carcinoma Positive j§=—=———§ ésvscesse 

© Preinvasivecarcinoma Positive § ........ 

1 Preinyasive carcinoma None Died postoperatively 

9 P 

2 Preinvasive carcinoma en eee 

8 Preinvasive carcinoma None Slight invasion in 7 of 

(accidental specimen) 8 blocks 
4 Early invasion None Preinvasive in 4 of 6 


sections with slight 
invasion in one 


Advanced invasion Negative Advanced invasion 
1% Advanced invasion Positive Radium 


wsed as preinvasive carcinoma, and in the study of 
“rial blocks of the junctional endocervix the diagnosis 
‘& confirmed in 6 instances. In the seventh, however, 
il invasion had occurred. In this patient the 

cal scrapings were incidentally secured during 
curettage. This demonstrates the impor- 

‘ace of deliberate and careful endocervical curettage. 


The three diagnoses of invasive carcinoma were con- 
firmed by hysterectomy in 2 patients; in the third 
patient the lesion, which was an advanced covert 
invasive carcinoma, was treated by radium (table 2). 


Case 2.—A white woman aged 53 had had menopausal symp- 
toms for three years, during which she had received estrogen 
therapy parenterally. The intermenstrual interval had become 
prolonged. Stained smears of exfoliated cervical epithelium 
revealed cells strongly suggestive of carcinoma. The cervical 
os was slightly everted. Small slivers of imperfectly differ- 
entiated squamous cell carcinoma, which was confined to the 
natural surfaces, were observed in the endocervical curettings. 
Total abdominal hysterectomy was performed three weeks later. 
Preinvasive carcinoma was demonstrated in two of five sections 
of junctional endocervix. 


CasE 3.—A white woman aged 45 complained of irregular 
and profuse uterine bleeding for one year. The everted endo- 
cervix appeared ulcerated. A few shreds of carcinoma were 
observed in the endocervical curettings. In most fragments 
the carcinoma was confined to the natural surfaces; however, 
in one fragment there was suggestion of slight invasion. 
Exploratory operation for hysterectomy was recommended. 
At laparotomy two weeks later there was no cervical indura- 
tion and no apparent involvement of the paracervical tissue 
or of the regional lymph nodes. Panhysterectomy was per- 
formed. Carcinoma was found in five of six sections of the 
junctional endocervix. The carcinoma was confined to the 
natural surfaces in four sections, and in one section slight 
superficial invasion was observed. 


TaBLe 3.—Evaluation of Accuracy of Diagnostic Methods 


Endocervical 





Biopsy Scrapings Surgical Uterus 
r A — Pepe ”* 
Cases Preinvasive Invasive Preinvasive Invasive Preinvasive Invasive 
25 25 0 3 2 21 { 


Case 4.—A white woman, aged 45, had vaginal spotting for 
two weeks. The left anterior aspect of the junctional endo- 
cervix bled profusely on manipulation, and superficial cauteri- 
zation was used for hemostasis. The patient was hospitalized, 
and several fragments of tissue were curetted from the endo- 
cervical canal. Before the pathologist’s report of advanced 
invasive squamous cell carcinoma was obtained, the surgeon 
elected to perform hysterectomy. The vaginal portion of the 
cervix was smooth; however, an invasive carcinoma involved 
the entire endocervical canal and extended to the lateral limits 
of the excised cervix. A small section of ureter was included 
in the paracervical tissue. Anuria developed, and the patient 
died on the fifth postoperative day. 


CANCER OBSERVED IN BOTH BIOPSY AND CURETTINGS 


In 25 cases cancer was observed in both the biopsy 
and the curettings (table 3). The carcinoma was con- 
fined to the natural surfaces in all biopsies, but evidence 
of slight invasion was observed in two of the specimens 
of endocervical curettings. Hysterectomy was per- 
formed on all these patients. The carcinoma was pre- 
invasive in 21 of the 23 cases diagnosed as such and 
invasive in 2 cases which were diagnosed as invasive 
prior to hysterectomy. In 2 patients slight invasion 
(in one of five sections and in one of four sections, 
respectively) was observed; however, in only 1 of 
these patients was the endocervix deliberately curetted. 
In this patient endocervical tissue was included with 
the corporeal scrapings. If the accidental scrapings are 
eliminated, then the error is only 4.2 per cent and the 
extent of invasion was not a contraindication to surgical 
intervention. We now attempt to judge the extent of 
invasion and, when it is apparently minimal, recommend 
exploratory operation with total hysterectomy as a goal. 
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We believe that cervical biopsies and careful endo- 
cervical curettage affords an adequate survey of the 
cervix. 

Case 5.—A Negro woman aged 37 attended the outpatient 
department because of abdominal pain and low grade fever for 
four weeks. Menses had always been normal. A tender uterine 
mass was palpable on pelvic examination. Eversion of the 
junctional endocervix was noted. Exfoliative cytologic studies 
from the endocervix revealed cells strongly suggestive of carci- 
noma. The material obtained by biopsy in the outpatient 
department was composed of slivers of anaplastic (cancerous) 
epithelium. Because invasion could not be determined, a survey 
of her cervix by multiple biopsies and endocervical curettage 
was recommended. Squamous cell carcinoma, confined to the 
natural surfaces, was found in two of three sections of cervix 
and in the endocervical curettings. At exploratory laparotomy, 
cervical induration or paracervical involvement was not noted 
and total hysterectomy was performed. The uterus was 
enlarged by two necrobiotic fibromyomas, each 3 cm. in 
diameter. Preinvasive carcinoma was found in the junctional 
endocervix of the four sections examined. 

CANCER OBSERVED IN BIOPSIES, NOT IN CURETTINGS 

In 19 patients, all of whom had positive cervical 
spreads, preinvasive carcinoma was found in the cervical 
biopsies but there was no evidence of carcinoma in the 
endocervical curettings. Because invasion was not 
observed, total hysterectomy was performed. Serial 
blocks of the cervices were studied and invasion was 
not seen. The absence of carcinoma in the endocervical 
scrapings served the purpose of ruling out invasive 
carcinoma after the cancer had been detected by the 
study of exfoliated cells. 


A Negro woman aged 45 attended the outpatient 
Menses 


Case 6 
departmefit because Of intermittent abdominal pain. 
The cervix appeared clean and healthy. In 

routine study of exfoliated material from the endocervix, 
abnormal cells were observed. In four sections of cervix 
obtained by biopsy, carcinoma confined to the natural surfaces 
seen. Carcinoma was not observed in the endocervical 
At exploratory laparotomy five weeks later, the 
Preinvasive carcinoma 


were normal. 


was 
curettings. 
uterus, tubes and ovaries were removed. 
was found in two of five sections of the junctional endocervix. 


EXFOLIATIVE CYTOLOGIC STUDY 

To date we have studied 272 cases of preinvasive 
carcinoma of the cervix. The diagnosis was made 
from cervical biopsy and curettage in 162 patients and 
in 81 was followed by hysterectomy. One hundred and 
ten cases were discovered in routine examinations of 
cervices of surgically removed uteri. During this 
period of study 24 clinically unsuspected covert invasive 
carcinomas were encountered, some of which were far 
advanced and extended into the paracervical tissues. 
Because of this experience it is our opinion that hyster- 
ectomy is seldom indicated without previous study by 
the pathologist of material from the cervix. The method 
of exfoliative cytologic study offers a means of detecting 
carcinoma, and, when a positive spread is obtained, 
multiple cervical biopsies and endocervical curettings 
should be studied prior to hysterectomy. Exfoliative 
cytologic studies, however, will not detect all cancers. 
A negative smear should be supplemented by careful 
examination of the cervix by an experienced gyne- 
cologist. 

Cast 7—A woman aged 53, seven years postmenopausal, 
complained of intermittent vaginal spotting for two months. 
Pelvic examination was recorded as negative and the cervix 
described as clean and healthy. A clinical diagnosis of adeno- 
carcinoma of the fundus of the uterus was made, and a pan- 
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hysterectomy was performed. A covert invasive carcinoma of 
the cervix was found at pathologic examination of the removed 
uterus. The carcinoma was limited to the lower endocervical 
canal, extended vertically 2 cm., was almost circumferential and 
invaded to a depth of 1.5 cm. Two and one-half years later 
intermittent vaginal spotting recurred. Two months after the 
return of symptoms a lemon-sized, red, bleeding neoplasm 
occupied the vaginal vault, and several smaller nodules were 
palpable on the anterior and lateral vaginal walls. Recurrent 
carcinoma was demonstrated by biopsy of the mass. 


OTHER DIFFERENTIAL DIAGNOSTIC CONSIDERATIONS 

Evidence of invasion was present in an occasional 
cervix, although the cancer had been confined to the 
natural surfaces in the previous biopsy. We were there- 
fore confronted with the fact that a diagnosis of pre- 
invasive carcinoma is not warranted from biopsy alone. 
At present, therefore, we refrain from making a diag- 
nosis of preinvasive carcinoma unless the entire cervix 
can be examined. However, we do state whether or not 
the carcinoma is confined to the natural surfaces in 
the specimen which was examined. 

It is necessary to differentiate preinvasive carcinoma 
from covert invasive carcinoma of the cervix because 
the choice of treatment or the extent of surgical opera- 
tion is dependent on this differentiation. It is our 
opinion that when the carcinoma is confined to the 
natural surfaces the possibility of penetration of the 
lymphatic vessels is so remote as to be negligible. 
Therefore, in young women with definitely proved pre- 
invasive carcinoma, we frequently recommend total 
hysterectomy with preservation of the ovaries. The 
extended use of the Papanicolaou method of exfoliative 
cytologic study has enabled us to detect carcinoma in 
very young women. From data in our previous studies, 
an average interval of six years precedes invasion.” 


This observation, however, was made from a study of. 


uteri which were removed for conditions other than 
cancer. Because this group does not include many 
young women, it is possible that later studies by exfolia- 
tive cytologic methods may reveal a longer interval. 
We are now recommending conservative methods of 
therapy, such as cautery conization, in those patients 
less than 35 years of age in whom invasion has been 
excluded by multiple cervical biopsies and endocervical 
curettage. The efficacy of the Papanicolaou method 
enables the physician to safely follow the patient over 
a period of years. 
SUMMARY 

The study of exfoliated cells of the cervix uteri has 
proved efficacious in the detection of cancers. 

When cells which are suggestive of cancer are found 
in smears, the diagnosis must be confirmed by biopsy. 

Multiple biopsies of the squamocolumnar junction afe 
necessary in order not to miss a small focus. 
cervical curettage offers an additional aid. 

Preinvasive carcinoma should be differentiated from 
invasive carcinoma of the cervix when the cancer ® 
subclinical. 

Covert invasive carcinomas may be surrounded by 
preinvasive borders. Because invasion frequently begins 
in the endocervical canal, evidence of invasion may 
absent in cervical biopsies. The histologic study 
endocervical curettings minimizes the possibility of @ 
false diagnosis of preinvasive cancer. 

Routine study of exfoliative cells should be made on 
all patients prior to hysterectomy. 

Patients ‘with positive smears should be subjected 1 
multiple biopsies and endocervical curettage. : 
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FACTORS RESPONSIBLE FOR LARYNGEAL 
OBSTRUCTION IN INFANTS 


PAUL H. HOLINGER, M.D. 
and 
KENNETH C. JOHNSTON, M.D. 
Chicago 


Laryngeal obstruction is one of the few urgent emer- 
gencies in medicine. Its recognition and treatment often 
require immediate action without opportunity for care- 
ful study of etiologic factors. The small size of the 
larynx of an infant or child is responsible for the fact 
that the greatest number of these emergencies occur 
in the early age group. Studies of the pathologic state 
of the infant larynx during life assist greatly in an 
understandiing of some of the fundamental factors 
responsible for the local as well as systemic physiologic 
changes that occur with laryngeal obstruction. Color 
motion pictures taken through the infant laryngoscope 
at normal and semislow motion speeds have assisted 
in these studies and provide a record of the effects of 
therapeutic measures.'| This discussion of the factors 
responsible for laryngeal obstruction in infants is based 
on laryngoscopic examinations of newborn infants and 
those in the early age group. 

Etiologic and pathologic processes that produce laryn- 
geal obstruction in infants are congenital anomalies, 
laryngeal paralyses, neoplastic disease and inflamma- 
tory processes. Inflammatory diseases include such 
specific infections as diphtheria, laryngotracheobron- 
chitis and acute epiglottic edema associated with influ- 


enzal infection. Diphtheria produces obstruction by 
the formation of exudates and the characteristic mem- 
brane. laryngeal diphtheria, although rare in urban 
areas, is heing seen with increasing frequency in the 


younger age group and must be considered no matter 
what the age of the patient. One death from extensive 


diphtheria of the nose, pharynx, larynx, trachea and 
a diphtheritic abscess of the chest wall occurred in a 
22 day old infant in our series. Acute laryngotracheo- 


bronchitis and acute. epiglottitis produce obstruction 
both by edema and by exudates. They are discussed 
later in detail. Other nonspecific inflammatory processes 
are seldom seen in infants. 
_ Paralyses of the larynx, occasionally observed in 
infants, are usually due to central hemorrhage. Bilateral 
recurrent laryngeal nerve paralysis caused by hemor- 
thage into the brain stem results in flaccidity of both 
vocal cords, which then lie in the midline to produce 
stridor, rapid total obstruction and death. Laryngeal 
obstruction may be unrecognized as the cause of death 
m such bilateral paralysis, although it is most certainly 
4 contributing cause through the resulting anoxemia. 
comatose condition of the infant who has had a 
large cerebral hemorrhage does not allow for sufficient 
effort to be made to produce the characteristic epigastric 
and suprasternal retractions which are so classically 
‘sociated with laryngeal obstruction. Unilateral paraly- 
rs of the larynx, particularly of the left cord, may be 
ue to congenital cardiovascular anomalies ; it produces 
moderate obstruction. Three infants have been seen 
unilateral vocal cord paralysis due to cardio- 


a. 
Seanad before the Section on Pediatrics at the Ninety-Eighth Annual 
16, 1949. the American Medical Association, Atlantic ity, N. J., June 
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vascular anomalies. All had voice changes; one had 
slight laryngeal obstruction. 

Neoplasms of the larynx are relatively rare in infants. 
In 7 cases in this series neoplasms produced extreme 
respiratory obstruction by involvement of the larynx. 
The principal benign obstructing neoplasm is the laryn- 
geal papilloma. These are occasionally seen in patients 
less than 1 year of age. 

Congenital anomalies that cause laryngeal obstruc- 
tion require further discussion. Congenital laryngeal 
webs occur as thin sheets of transparent mucous mem- 
brane across the anterior half of the larynx but in a 
severer form appear as a fusion of the anterior two 
thirds of the vocal cords. Such webs produce decided 
respiratory obstruction in infants and are usually associ- 
ated with an absence of the cry. Five cases of con- 
genital laryngeal webs have been seen ; 3 were in infants, 
2 in older children who had had partial laryngeal 
obstruction and severe dysphonia since birth. One 
child was 7, the other 12 years of age. They were 
referred by speech correction therapists who realized 
the significance of the character of the voice. The 
children had been considered “backward” because of 
their inability to talk properly. Of the 3 infants with 
laryngeal webs, 1 was found to have a simple thin, 
transparent, mucous membrane sheet which was merely 
severed, leaving no residual change. In the other 2 
children the webs appeared as a fusion of the anterior 
two thirds of the cords and required incision and 
repeated laryngeal dilatations. Subglottic webs occur 
immediately below the level of the cricoid cartilage and 
are somewhat more difficult to explain embryologically. 
They produce severe respiratory obstruction but may 
be differentiated from the laryngeal webs by the fact 
that the infant has a clear cry. 

Various types of cysts in the larynx of the newborn 
infant appear as congenital anomalies. These include 
cysts of the laryngeal ventricle which may be considered 
as laryngoceles* and cysts of the aryepiglottic fold,’ 
possibly branchial cleft in origin although they may 
be due to mucous retention in mucus-secreting glands of 
the pharyngeal mucosa. A thyroglossal duct cyst pro- 
duces laryngeal obstruction in infants by pressing the 
epiglottis into the glottic chink. In such infants there 
is acute respiratory distress, pronounced dysphagia and 
a muffled cry. 

One of the most interesting, and certainly the most 
common, of the congenital anomalies of the larynx 
which produces respiratory obstruction is the flaccid 
larynx which characterizes congenital laryngeal stridor. 
It is associated with a constant respiratory stridor 
and may increase to a loud crow that is often stuttering 
in character. Examination of the larynx shows the 
epiglottis, aryepiglottic folds and arytenoids to be flaccid 
and sucked into the larynx on inspiration. The obstruc- 
tion thus produced may become extreme; it causes 
severe indrawing of the epigastrium and suprasternal 
notch. Slow motion pictures of the larynges of infants 
with congenital stridor illustrate this phenomenon and 
reveal slight edema of the supraglottic portions of the 
larynx. In extreme cases the arytenoids are seen to 
overlap each other as they are drawn downward into 
the larynx on deep inspiration. Symptoms of obstruc- 
tion usually increase in severity until the infant is 
approximately 1 to 1% years of age and then gradually 





2. Holinger, P. H., and Steinmann,.E. P.: Congenital Cysts of the 
Larynx, Pract. oto-rhino-laryng. 9: 129, 1947. ; ewer 

3. New, G. B.: C ital Cysts of the Tongue, Floor of Mouth, 
— and Larynx, Tr. Am. ryng., Rhin. & Otol. Soc., 50: 241, 
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begin to subside. The condition may be followed by 
some deformity of the chest because of the persistence 
of indrawing over a considerable period of time. 

Trauma may be an etiologic factor in respiratory 
obstruction in newborn infants. Repeated attempts at 
laryngeal catheterization immediately after birth are 
followed by edema of the subglottic and glottic portions 
of the larynx. It is imperative that such aspiration 
procedures be done cautiously and not repeated indis- 
criminately. Foreign bodies are seldom found in 
the pharynx and larynx of infants a few days of age, 
but two foreign bodies have been relatively common in 
this series.‘ Thumb tacks have been present in the 
hypopharynx or esophagus of 4 infants less than 10 
days of age. In each case a tack became loose from 
the lace hood attached t» a bassinet and fell into the cry- 
ing infant’s open mouth. The second common foreign 
body is the small gold safety pin which is occasionally 
used in the collars of dresses of newborn infants. 
Apparently the collar containing the safety pin slides 
over the infant’s mouth, and the pin becomes unfastened 
and falls into his mouth. Six such safety pins have 
been removed from the pharynx or esophagus of infants 
less than 10 days of age, and an additional pin was 
removed from the left bronchus of an infant 6 weeks of 
age; the pin apparently had been present for three 
weeks. Both the thumb tacks and the safety pins had 
produced laryngeal edema or obstruction by laryngeal 
or tracheal compression. 

Extralaryngeal causes of laryngeal obstruction include 
the inflammatory, neoplastic and congenital lesions that 
may produce pressure on the larynx. Formerly the 
most commonly observed of these were retropharyngeal 
abscesses and deep neck infections, but both are becom- 
ing rare because of effective chemotherapy. Thyroid 
tumors, cystic hygroma and atlanto-occipital joint dislo- 
cation may cause obstruction by pressure on the larynx. 
Obstructing lesions in the trachea such as those due to 
cardiovascular anomalies are not considered in this 
paper.° 

COMMENT 

The preceding résumé of causes of laryngeal obstruc- 
tion may be analyzed to determine the underlying 
anatomic, physiologic and pathologic factors responsible 
for the condition, the most important factor being 
the small size of the infant larynx. The dimensions 
of the triangular aperture of the infant larynx are 
approximately 7 mm. in the anteroposterior direction 
by 4 mm. in width across the posterior commissure. 
Through this aperture the air flows in somewhat 
the manner that sand is funneled through the con- 
striction in an hourglass. The pharynx immediately 
above the larynx is wide under conditions of normal 
respiration, and the trachea divides into the main 
bronchi and then the branch bronchi to increase rapidly 
the volume of the air passages.° Thus, considering the 
glottic chink of the larynx of the newborn infant to 
have an area of 14 sq. mm., an edema of 1 mm. of the 
mucosal surfaces will reduce this area to 5 sq. mm., or 
only 35 per cent of the original area. By comparison 
with an equal mucosal change in the larynx of an adult, 
1 mm. of edema of all surfaces would not produce 





4. Holinger, P. H.; Andrews, A. H., Jr., and Anison, G. C.: Pul- 
monary Complications Due to Endobronchial Foreign Bodies, Illinois M. J. 
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Bronchial Obstruction Due to Congenital Cardiovascular Anomalies, Ann. 
Otol., Rhin. & Laryng. 57: 808, 1948. 
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respiratory change or obstruction; it would manifest 
itself only by hoarseness. 

Second in importance to size as a fundamental factor 
responsible for laryngeal obstruction in infants is the 
anatomy of the submucosal structures of the larynx. 
Mucosa is rigidly adherent to the posterior surface of 
the epiglottis and loosely attached anteriorly and al 
the aryepiglottic folds." Therefore supraglottic edema 
as is seen in the Hemophilus influenzae types of 
infection results in laryngeal obstruction by extravasa- 
tion of fluid .anterior and lateral to the epiglottic 
cartilage. This forces the lateral edges of the epiglottis 
to curl inward and pushes the tip backward to occlude 
the larynx in a trap-door fashion. 

A similar soft areolar tissue makes up the subglottic 
structures immediately below the level of the vocal 
cords; most acute obstructions occur in this subglottic 
area. Edema due to inflammation or trauma results in 
extravasation of fluid into the subglottic tissues, with 
the result that they rapidly swell to encroach on the air- 
way at its narrowest point. Edema causes further 
obstruction by limiting the motility of the cords, pre- 
venting maximum abduction during deep inspiration. 

The third factor responsible for laryngeal obstruction 
is the manner in which the subglottic space is sur- 
rounded by the rigid cartilaginous ring of the cricoid: 
as edema progresses tissue must enlarge at the expense 
of the airway. The cricoid cartilage is the only com- 
plete cartilaginous ring in the trachea; thus, this factor 
of rigid encirclement 1s extremely important in laryngeal 
obstruction. Similar edema occurring in the aryepi- 
glottic fold or the epiglottis has an opportunity to 
extend laterally into the soft pharyngeal tissues. Conse- 
quently, supraglottic edema may become much more 
extensive than subglottic edema before it produces 
actual respiratory obstruction. 

In addition to the three foregoing anatomic factors 
responsible for laryngeal obstruction, certain physio- 
logic-pathologic processes take place in laryngeal 
obstruction that influence the course of the disease. ° 
Inflammatory processes are associated with a stimula- 
tion of the mucus-secreting glands in the pharynx, 
larynx and trachea.* The presence of these secretions 
produces further obstruction and is of extreme sig- 
nificance in such conditions as laryngotracheobronchitis. 
The increased respiratory rate associated with la 
obstruction causes desiccation of these secretions to 
produce further obstruction with the typical crusting of 
exudates. The presence of these dry obstructing crusts 
is so characteristic of laryngotracheobronchitis that tt 
is mentioned in all definitions of the disease.’ These 
crusts appear to have some relation to the type of 
heating used throughout the country; most homes afe 
overheated and underhumidified, causing desiccation of 
exudates in the air passages. This makes it 
or impossible for the infant with a weak cough 
to expel them. A significant reduction in acute laryngo- 
tracheobronchitis was found by European observers 
through the war, when the homes were usually without 
heat during most of the winter months, the time 
when formerly this condition had been prevalent. 
Closely associated with this stimulation of secretions 
in acute infections are the vascular intrathoracic changes 
caused by laryngeal obstruction. Negative pressure 


7. Lederer, F. L.: Diseases of the Ear, Nose and Throat, Philadelphia. 
F. A. Davis Company, 1946. ' Pp. A: 
8. Brennemann, J.; Clifton, W. M.; Frank, A., and H 
Acute Laryngotracheobronchitis, Am. J. Dis. Child. 55: 667 ( 
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due to laryngeal obstruction causes extravasation of 
fluid in the airway, which adds to the secretions already 
present to obstruct respiration even further." The 
diagnosis and treatment of acute laryngeal obstruction 
may be briefly reviewed. The history of the obstruction 
is of great importance, particularly information whether 
the obstruction occurred suddenly or had been gradually 
progressive. Previous immunization to diphtheria 
should be ascertained. The methods of examining the 
larvnx in infants are simple, safe and effective and must 
be atraumatic. Roentgenograms of the larynx of an 
infant, particularly the lateral picture of the neck taken 
for soft tissues, are of great value. A careful roent- 
genogram of the larynx will demonstrate the true and 
false vocal cords of the newborn infant, the epiglottis 
and the tracheal airway. Obstruction of the airway 
can frequently be detected by this means, establishing 
the diagnosis before the direct examination is made. 
Direct laryngoscopy is the only manner of inspecting 
the infant larynx and therefore is the most important 
single diagnostic procedure. It may be done with small 
laryngoscopes without giving anesthesia to the infant. 
In acute laryngeal obstruction the instrumentation may 
precipitate complete respiratory obstruction ; therefore, 
in the acute emergency direct laryngoscopy should be 
attempted only if the diagnosis cannot be established 
otherwise or if surgical relief of the obstruction through 
direct examination and aspiration, intubation or trache- 
otomy is being considered. Instrumentarium should 
be ready for this eventuality when a direct examination 
of the obstructed larynx is contemplated. The difh- 
culties of direct laryngoscopy in infants are the small 
size of the larynx and the curled, short, slippery, omega- 
shaped epiglottis. The larynx is easily displaced, and 
there is a decided tendency toward spasm of the larynx 
as the laryngoscope is introduced. This often makes 
visualization of the true cords and of the glottic airway 
dificult. The procedure must be done rapidly to 
avoid instrumental trauma. 

The treatment of laryngeal obstruction depends on the 
etiologic factors unless the obstruction is acute and 
requires immediate tracheotomy. Conservative treat- 
ment consists of the use of humidity to liquefy secre- 
tions, the various chemotherapeutic agents and antitoxin 
when indicated. Relief of the obstruction may be 
obtained by aspiration of secretions through the direct 
laryngoscope, a procedure which often alleviates the 
acute respiratory embarrassment enough to allow the 
chemotherapeutic agents to combat the infection and 
reduce the edema. A tracheotomy remains the most 
important of the surgical procedures in laryngeal 
obstruction. In the infant it is done most easily after 
a bronchoscope, a life-saving tube or the rubber intra- 
tracheal tube used by anesthesiologists has been intro- 
duced through the larynx to relieve the acute emergency. 
After completion of this procedure, a tranquil trache- 
tomy can be performed with the infant under favorable 
Surgical conditions without danger of asphyxia. 


SUMMARY 


Color motion pictures of the infant larynx taken 
through the laryngoscope show anatomic and patho- 
gc factors responsible for laryngeal obstruction. 
afous congenital and acquired obstructive lesions 
ve been mentioned which indicate the etiologic factors 
of laryngeal obstruction. These include congenital cysts 
webs, congenital laryngeal stridor, paralyses and 


“quired lesions such as laryngotracheobronchitis, acute 


u. Galloway, T. C -: Management of Respiratory Complications of Polio- 
. Arch. Otolaryng. 46: 125 (Aug.) 1947. 
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epiglottitis, catheterization edema, obstruction due to 
benign and malignant neoplasms and foreign bodies. 

Anatomic factors responsible for laryngeal obstruction 
in infants include the small size of the larynx and the 
presence of loose areolar tissue both subglottically and 
supraglottically. The subglottic tissue is surrounded by 
a firm cartilaginous ring so that inflammatory or neo- 
plastic tissue expansion can take place only at the 
expense of the airway. The excessive secretion of 
mucus stimulated by inflammation and the extra- 
vasation of fluid into the airway due to negative intra- 
thoracic pressures associated with laryngeal obstruction 
are associated physiologic-pathologic processes in respi- 
ratory obstruction. The obstruction is increased by the 
formation of crusts from the dried secretions. The 
management of laryngeal obstruction in infants is 
briefly discussed. 


ABSTRACT OF DISCUSSION 


Dr. Louis H. Crerr, Philadelphia: Although so-called 
congenital laryngeal stridor is a common cause of dyspnea and 
stridor, other conditions may stimulate this. In a child aged 
7 weeks, with a history of stridorous breathing and dyspnea 
since birth, all the preliminary studies were negative; it was 
not until direct laryngoscopy was attempted that the diagnosis 
of laryngeal obstruction was made. The larynx could not be 
visualized because of a large cystic tumor at the base of the 
tongue, a thyroglossal cyst. Incision of the cyst permitted 
inspection of the larynx, which was normal. The dyspnea and 
stridor disappeared. It is generally held that congenital 
laryngeal stridor is due to a developmental defect, probably 
nutritional in origin. There is general relaxation of the supports 
of the larynx, as clearly shown by Dr. Holinger. Children out- 
grow this condition, in the majority of cases before they reach 
their second birthday. In only 1 case in my experience was 
tracheotomy necessary in a youngster 2 months of age who was 
undernourished and deformed, with a typical pigeon breast and 
pronounced inspiratory indrawing. The laryngoscopic picture 
was typical of congenital laryngeal stridor. A tracheotomy 
was done, and fourteen months later the child was able 
to breathe without the aid of the cannula. The larynx was 
normal. At that time the youngster had a normal chest, and it 
has been normal ever since. What happens to youngsters who 
do have dyspnea over a considerable period of time and who have 
this continuous indrawing? Are they the ones who contribute 
our flat and deformed chests in later life? That is an interesting 
pediatric problem. 


Dr. Watvo E. Netson, Philadelphia: One of the pitfalls 
in the differential diagnosis of respiratory obstruction is 
attributable to the prominence given to suprasternal and sub- 
sternal retractions as manifestations of laryngeal obstruction, 
which they are. Such retractions also occur in other con- 
ditions; in fact, they occur whenever there is extensive use of 
the accessory muscles of respiration. The physical observations 
in generalized obstructive emphysema in infants serve to illus- 
trate the point. Errors are not infrequent in the differentiation 
of this relatively common condition and laryngeal obstruction. 
In most instances, however, one is able to make a distinction 
at the bedside. The following factors make possible distinction 
of these two conditions : 


Generalized 
Inspiratory Expiratory 
Obstruction Obstruction 
Suprasternal and infrasternal retractions Deep Shallow 
GG ds Wave decbsic vel é civaseeebanas Deflated Inflated 
WOOGIE BRED |. diivccbviecnwes cdccdoes Hyporesonant Hyperresonant 
Auscultation 
Intensity of breath sounds........... Decreased Increased 
Phase increased in length............ Inspiration Expiration 
Diaphragmatic excursion (fluoroscopic)... Full Restricted 
Roentgenogram of chest................ Hypoaerated Generalized 
emphysema 


In generalized obstructive emphysema, because of the relatively 
greater narrowing of the bronchioles during inspiration, there 
is more difficulty in getting air out than in, so that the air 
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trapped in the alveoli creates a condition similar to an over- 
extended balloon, from which the air cannot be released. The 
opposite is true in laryngeal obstructions. The narrowing of 
the larynx and trachea is relatively greater during inspiration 
than expiration, so that more is blown out than is taken in, and 
the lungs are constantly being milked out or deflated. As one 
stands at the bedside, one can see the differences between the 
overextended or blown-up chest and the deflated chest. Great 
help can be had from the fluoroscopic observation of the 
excursion of the diaphragm. In _ generalized obstructive 
emphysema or in extensive unilateral emphysema the diaphragm 
is pushed down and flattened out, and in extreme cases there is 
little movement of it. By contrast, in association with obstruc- 
tion in the larynx there is an overexcursion or at least a full 
excursion of the diaphragm during respiration. Fluoroscopic 
observation of the lateral view of the chest reveals that instead 
of the anteroposterior diameter becoming smaller during expira- 
tion in infants with generalized obstructive emphysema it 
actually becomes larger in the extreme cases. Another factor 
worthy of mention is that stridor, or stridorous breathing, does 
not necessarily stem from intralaryngeal lesions. Retrolaryngeal 
inflammatory lesions, encroachment of anomalous blood vessels 
such as the so-called double aortic arch on the trachea and 
other lesions in these areas may be responsible for clinical 
observations that are distinguishable from intralaryngeal lesions 
only when appropriate studies are made. 

Dr. E. Crarence Rice, Washington, D. C.: For most of us, 
Dr. Holinger’s presentation has afforded an opportunity never 
before available to visualize the more common and the rarer 
obstructing lesions affecting the larynx of the very young 
patient. As a pathologist, | would warn the pediatrician against 
the attempted diagnosis of diseases of the larynx without the 
aid of direct laryngoscopic examination. Necropsy on a number 
of occasions has failed to substantiate the diagnosis of laryngeal 
disease made by the attending physician. To obtain adequate 
material for bacteriologic and pathologic examinations, direct 
visualization should be obtained. With relation to laryngeal 
stridor, 1 child who had previously been admitted to the hos- 
pital for treatment of pylorospasm was subsequently brought in 
for spasmodic laryngitis. The diagnosis was acute epiglottitis, 
which is ordinarily due to Hemophilus influenzae, type B, and 
is characterized by its rapid and fulminating onset. Despite 
the availability of specific antibacterial therapy, such as 
aureomycin, streptomycin and the specific anti- Hemophilus 
serum, tracheotomy is usually necessary to save the patient's 
life. To make the specific diagnosis, visualization of the larynx 
and the prompt obtaining of material for smears, typing of the 
organism and cultures by a competent examiner is imperative. 
The organisms most commonly causing acute infections of the 
larynx, trachea and bronchi are H. influenzae, Corynebacterium 
diphtheriae, Staphylococcus aureus, and Diplococcus pneumoniae. 
Rather recently, the colon bacillus has appeared in a number 
of cultures made from the respiratory passages. The associa- 
tion of the diphtheria bacillus and the hemolytic streptococcus 
may make a formidable combination. Dr. Holinger’s presenta- 
tion has demonstrated the necessity for adequate visualization 
of the larynx in order properly to diagnose and treat the various 
pathologic conditions affecting young patients. 

Dre. Paut H. Hotincer, Chicago: Dr. Clerf noted the 
association of chest deformity with laryngeal obstruction, and 
I believe it is an extremely important point. The possibility 
of “funnel breast” and some of the “pigeon breasts” being due 
to laryngeal obstruction, chronic over a period of months, may 
have great significance. Dr. Nelson mentioned the differential 
diagnosis of laryngeal obstruction and obstruction lower in 
the respiratory tract, and stressed the significance of supra- 
sternal and infrasternal retraction. Apparently some consider 
this is a differential diagnostic point, stating that when the 
indrawing is high the obstruction is high, when the indrawing 
is low the obstruction is low. I believe this to be entirely false; 
if the obstruction is great, no matter where it is, the indrawing 
will be both above and below the sternum. Our observation 
that the epiglottic edema is due to H. influenzae has been 
corroborated and has corroborated the work of others. Yet, 
in other epidemics, if we follow that work over a period of 
several years rather than for a single year or a single epidemic, 
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we find that other organisms are responsible for the same 
clinical picture rather than that each clinical picture has a 
separate single etiologic organism. Visualization of the larynx 
is important, of course, in differential diagnosis. We believe 
that it is absolutely contraindicated in acute respiratory obstruc- 
tion when the diagnosis is fairly evident unless we are going to 
go ahead with tracheotomy or perform some other surgical 
procedure; in other words, we do not believe that routine 
inspection of the larynx of every child who has an obstruction 
is indicated, because of the danger of precipitating need for a 
tracheotomy at the time. That conclusion, of course, is open to 
argument and certainly does not give the entire picture, but I 
do think it should be added to the remarks of Dr. Rice. 


PEDIATRIC CARE UNDER THE NORTH 
CAROLINA PLAN 


ARTHUR H. LONDON Jr., M.D. 
and 
WILBURT C. DAVISON, M.D. 
Durham, N. C. 


In the winter and spring months of 1944 a number 
of conversations which took place among the members 
of the American Academy of Pediatrics culminated in 
the decision that postwar planning for initiating or 
extending child health programs on a national or local 
basis could be greatly facilitated by a survey of the 
existing health services and facilities for children 
throughout the United States. Such a proposal was 
placed before the academy at its national meeting in St. 
Louis in November 1944 and was unanimously adopted. 
Franklin P. Gengenbach, president of the American 
Academy of Pediatrics, appointed a committee of nine 
which subsequently selected Warren R. Sisson of Bos- 
ton as its chairman. John P. Hubbard, also of Boston 
and then terminating his period of war service, was 
chosen as the executive director. Both the United 
States Children’s Bureau and the United States Public 
Health Service readily accepted the academy’s request 
that they assist in the study. 

Thus began one of the most unique undertakings 
ever attempted by an independent body of physicians. 
That it has been pushed through on an order of magni- 
tude and to a degree of thoroughness far beyond the 
vision or expectation of those who initiated the idea is 
a testimonial to the abilities of the academy organiza- 
tion, its state chairmen and its Study Committee, with 
special laurels going to the chairman, director and 
members of the executive staff. Facts which have 
been assembled about the medical facilities and services 
for the care of children in the United States and about 
the training qualifications of those who render the 
care should be of inestimable aid in planning na’ 
and state child health programs for many years to come. 
That the academy intends to make full use of the data 
collected and processed is shown by the appointment 
of a continuing committee, the Committee for 
Improvement of Child Health. 


This survey of child health, conducted by the Amen- 
can Academy of Pediatrics, the Public Health Service, 
the Children’s Bureau and the North Carolina Pediatric 
Society, was started in North Carolina as a pilot 


_ From the rtment of Pediatrics, Duke University School of Met 
cine and Duke Hospital. 
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The resulting report indicated the need for more physi- 
cians, dentists, hospitals, outpatient facilities and clinics, 
especially in rural areas, as well as for increased under- 
graduate and postgraduate pediatric training. Through 
the cooperation of the aforementioned organizations and 
[Independent Aid, Inc., of New York City, the North 
Carolina Medical Care Commission, the State Board of 
Health, the three medical schools in the state, and the 
Southern Pediatric Seminar, the following efforts are 
being made to meet these needs: 

1. Publicity—Pitiless publicity, Woodrow Wilson’s 
phrase, has been translated by Eldredge Hiller, the 
public relations director of the American Academy of 
Pediatrics’ Study of Child Health Services, and Inde- 
pendent Aid, Inc., and the North Carolina Pediatric 
Society into an eye-catching pamphlet which contains 
the meat of the survey in pictures and language so 
simple that he who runs may read, and even those who 
cannot read will understand the situation. Several 
patriotic citizens criticized the report for baring the 
deficiencies in pediatric care, but the only way to 
improve a condition is to state the facts. Similar pro- 
grams for educating the public have been organized in 
Mississippi, Wisconsin and other states. 

2. Postgraduate Pediatric Instruction—As__ the 
North Carolina, as well as the national, survey indi- 
cated that many family physicians had had inadequate 
pediatric instruction in medical school, the American 
Academy of Pediatrics recommended that the medical 
schools increase their facilities for postgraduate pedi- 
atric training for all physicians in their areas. In addi- 
tion to refresher courses conducted by the three schools 
in the state, the pediatric staff of Duke University 
School of Medicine has invited all members of the 
medical profession to attend the weekly pediatric staff 
conferences and daily ward rounds. In addition, an 
offer has been made to the hospitals in the surround- 
ing towns to hold pediatric ward rounds and clinics. 
Unfortunately, there seems to be little desire for this 
postgraduate instruction. 

A much more successful postgraduate pediatric pro- 
gram has been going on in North Carolina for the past 
thirty years. In 1921 the late D. Lesesne Smith, who 
had a summer pediatric hospital at Saluda, N. C., 
invited his pediatric friends to assist him in giving a 
two week course for the general practitioners in the sur- 
rounding states. Each year from one to two hundred 
physicians attend this Southern Pediatric Seminar. 
The lectures given and, probably more important, the 
opportunity to think of and discuss pediatric problems 
for two weeks have greatly increased the level of pedi- 
atric practice in this area. 

3. Specialists —The North Carolina Pediatric 
Society which was started by the thirteen original pedi- 
atricians in the state in 1931 has grown until now there 
are eight-three qualified pediatricians. Towns which 
ten years ago could not conceivably support a pediatri- 
can have one and sometimes two men in that field. 

4. Undergraduate Emphasis in Pediatrics.—At pres- 
tnt, with over 100,000 births per year and a low pedi- 
atric mortality, North Carolina has over one and 
one-third million children, and the number is increasing. 

sly, there never will be enough pediatricians to 
are for all these children, nor should there be. The 
North Carolina survey indicated that less than 10 per 
The of the child care was supplied by pediatricians. 

‘he bulk of child care has been, will be and should be 
sven by general practitioners. Therefore the pediatric 
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education of general practitioners, not only of those in 
practice, as has been mentioned, but also of the future 
family physicians, has become increasingly important. 

In revising the medical school curriculum to fit the 
needs of family physicians the pediatric departments 
have a heavy responsibility.2 Pediatrics is not a 
specialty comparable to surgery, neurology and ortho- 
pedic surgery but is, instead, general practice limited 
to children. A pediatrician is more closely related to 
a family physician than any specialist. Physicians in 
general practice spend a large proportion of their time 
in pediatrics. Bass reported that more than 20 per 
cent of the daily work ot Louisiana general practitioners 
was with children; in North Carolina it is 34 per 
cent,’ and the experience of others has shown that as 
high as 60 per cent of family practice is in the age 
group below 15 years.* 

5. Rural Physicians in General Practice —As the sur- 
vey indicated, the rural child care program is the most 
serious aspect of the problem. Many more general 
practitioners are needed, especially in the country. 
Duke hopes to encourage more students to go into rural 
practice by arranging with several family physicians to 
take senior students into their general practice as an 
elective preceptorship for two weeks, a program which 
was first tried in California.’ Graduates also tend to 
return to the environment to which they are accus- 
tomed.® Therefore one of our problems is to devise 
a plan to get more qualified medical students from the 
country, where the rural practitioner must be recruited. 
The country lawyer, the country teacher, the country 
banker and business man, as well as the country doctor, 
do not come from the cities; they come from the coun- 
try." Two years ago only 12 of the 6,011 first year 
medical students had an R. F. D. address.* At present, 
only 4 per cent of the Duke students are sons of farmers 
or come from small villages. The reason usually given 
for this dearth of rural students is that country boys 
cannot afford a medical education. However, the fact 
that the North Carolina loan fund for medical students 
who agree to practice in the country has not had many 
applicants indicates that finances are not the most 
important factor. Other loan funds also are available.* 
The most likely reason for the small number of country 
boys in medical schools is that the rural high schools 
may not furnish an adequate preparation for premedical 
and medical education. Probably the best means by 
which a sufficient number of country students can be 
induced to attend medical school is an active recruit- 
ment campaign for able students from rural areas.* 
The radio, newspapers, health departments, country 
physicians and rural residents should encourage good 
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rural students to study medicine. A tutoring program 
would help these students to overcome inadequacies in 
their high school preparation and to obtain premedical 
college records which are sufficiently good to impress 
the admission committees of medical schools with the 
fact that they will not flunk out. Funds are being 
sought, so far unsuccessfully, to establish this tutoring 
plan at Duke for qualified rural high school students 
during their summer vacations. 

The main objection to general practice is overwork. 
The long, irregular hours and night calls persuade many 
of the younger graduates to go into the specialties. 
However, many family physicians have established an 
appointment schedule which is successful, except for 
obstetrics and emergencies. More general practitioners 
also are practicing in groups. Wingate M. Johnson” 
and Henry B. Mulholland" probably were the first 
to introduce the distinction between “Group Practice” 
and “Practice in Groups.” The former consists of 
reference or diagnostic groups of specialists or of ser- 
vice groups of specialists and general practitioners.’” 
Though they are successful in urban areas and provide 
excellent diagnostic service for the 15 per cent of 
patients who require it, they are not the solution of 
the problem of the distribution of medical care in the 
South, which is largely rural. On the other hand, 
if two or more family physicians were to join forces 
to practice in groups, either as a partnership or merely 
to share offices and expenses, they would eliminate 
many of the objections to rural practice. Such a com- 
bination enables each of them to assume a major inter- 
est without necessarily limiting his work to a specialty. 
Overhead expenses can be reduced by the use of a com- 
mon reception room and by sharing laboratory facilities 
and office personnel.’® 

6. Lay Education—A radio and newspaper cam- 
paign program is necessary to educate the public that 
the family physician should take care of the routine ills 
of all members of the family and refer them to appro- 
priate specialists when occasion demands. A patient 
receives better care by consulting his general practi- 
tioner before seeking the attention of a specialist. No 
past or personal history, however skillfully taken, can 
approach in comprehensiveness the knowledge pos- 
sessed by the family physician who delivered the patient, 
treated him for his childhood diseases, advised him 
prior to marriage, nursed him through his period of 
mental depression and watched the gradual rising of 
his blood pressure. By having cared for his parents, 
siblings, wife and children, the general practitioner may 
know more of his family problems than does the patient 
himself. The importance of seeing the patient as an 
integrated personality in his natural environment has 
been emphasized strongly by writers on psychosomatic 
medicine. Can any specialist approach the family 
physician in his opportunity to do this ?™* 

7. Rural Hospital Facilities —The availability of 
hospitals is another weighty factor in attracting recent 
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graduates to practice. The young, highly trained 
physician of today does not feel that he can practice 
modern medicine without access to a hospital. Even 
though more than 85 per cent of patients can be and 
are properly cared for in their homes or in the physi- 
cian’s office,’® the laboratory and roentgenologic facili- 
ties of a hospital are essential for the diagnosis of many 
conditions. The effect of rural hospitals in attracting 
young physicians is illustrated in North Carolina and 
South Carolina. Although the number of prewar 
graduates going into rural practice was becoming fewer 
all over the country, North Carolina and South Carolina 
had an 8 per cent increase in rural physicians before 
the war. This was due to the support of rural hospitals 
by the Duke Endowment; with the improved medical 
service in the country young physicians practiced there, 
Of the recent prewar graduates who settled in North 
Carolina, only 10 per cent located in communities 
without hospitals.’* In rural areas in which the towns 
are too small to support an individual hospital or the 
population is too scattered to maintain a combined hos- 
pital a health center with a nurse, a technician and a 
few obstetric emergency beds, and affiliated with a medi- 
cal center, would increase the physician’s effectiveness 
and improve rural medical service; it would also help 
to attract young graduates to areas away from the 
cities. With funds furnished by the Hill-Burton Bill, 
the state, the counties and private contributions, the 
North Carolina Medical Care Commission has assisted 
in building hospitals and health centers in areas in which 
they are needed. Not only do rural communities need 
hospitals and laboratory facilities but, equally as impor- 
tant, if they have a hospital, they require financial 
assistance to enable the members of the community to 
use the hospital. The Blue Cross Hospital Associations 
for those who are self supporting and county, state and 
federal funds for the indigent seem to be the logical 
answers."* 

8. Special Projects——In addition to efforts to obtain 
more physicians and facilities, special projects, such as 
the programs for care of premature infants,’* crippled 
children and those with rheumatic fever, are helping 
to meet the pediatric needs of the state. 

9. Alertness to Medical Progress —Better health 
cannot be created without an alert medical profession. 
Research is being conducted by the three medical 
schools in the state on better means for the treatment 
and prevention of disease. Medical progress is possible 
only when every idea is first tried and tested by animal 
experiments to make sure that it is not harmful and 
involves no risk. Sound ideas are soon accepted and 
others rejected. The rapid acceptance of sulfonamide 
drugs, penicillin and streptomycin is proof that most 
medical practitioners quickly recognize excellence.” 
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SUMMARY 

Efforts are being made to improve the child care in 
North Carolina by: better pediatric education, both 
undergraduate and graduate; the recruitment and 
preparation of more rural medical students ; the encour- 
agement of students to become general practitioners 
rather than specialists ;*° a better distribution of physi- 
cians, hospitals and the cost of medical care; research 
to discover better means for the treatment and preven- 
tion of disease, and education of the public to seek good 
medical care. 


PREOVULATORY ADMINISTRATION OF METHYL- 
TESTOSTERONE IN REFRACTORY FUNC- 
TIONAL DYSMENORRHEA 


WILLIAM FILLER, M.D. 
Jackson Heights, N. Y. 


Functional dysmenorrhea has been properly termed 
“the disease of theories.” Depending on the investi- 
gator’s particular bent, the disparity in etiologic factors 
propose ranges from “disturbance in hormonal bal- 
ance” to “hypochondriac escape into disease.” 

The cumulative index has been carefully searched. It 
is physically impossible within the scope of this paper 
to even scratch the surface of the almost endless amount 
of material that has been written on the subject. Conse- 
quently, most of my remarks will be confined to a 
discussion of the preovulatory administration of methyl- 
testosterone in cases of refractory functional dysmenor- 
thea. However, because of their pertinence I have 
included in this paper a number of cases that do not 
fall in the category of functional dysmenorrhea. 

The source of the material has been twofold. It has 
been from my private practice and from the gynecologic 
endocrine clinic at Bellevue Hospital. 


Since the inception of the gynecologic endocrine clinic 
at Bellevue almost twenty years ago it has been the 
practice of my associates and me to attempt to relieve 
functional dysmenorrhea by the administration of an 
analgesic, usually combined with an antispasmodic drug. 
In the great majority of patients the condition was ade- 
quately controlled by this simple therapeutic measure. 
However, there always remained a small percentage of 
patients who were not sufficiently relieved by drugs and 
who reported that they were completely incapacitated 
lor a variable period of time during their menses. It is 
with this group of patients that this paper is concerned. 
Fortunately, the number of these cases is not too great. 
In fact, the paucity of the cases reported, obtained from 
a twofold source over a period of almost five years, 
points to the infrequency of their occurrence. But that 
they do occur and that they constitute a serious prob- 

when it comes to therapy is undeniable. 


When the endocrine clinic was first established about 
‘wenty years ago, all the modes of therapy which were 


ee 


a Lueth, H. C.: Results of Pilot Questionnaire to Physicians in Ser- 
* J. A. M. A. 125: 558-560 (June 2) 1944; Future Educational 
es of Medical Officers, ibid. 125: 1099-1103 (Aug. 19) 1944. 
Johnson, V., and Arestad, F. H.: Educational Facilities Required for 
anarsing Medical Officers, ibid. 126: 253-257 (Sept. 23) 1944. Lueth, 
(Mav: ra Wishes of Medical Officers, ibid. 127: 759-770 
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then in vogue wete tried, with discouraging results. 
With the advent of potent hormones, there was an 
almost immediate outpouring of extravagant claims of 
their efficacy in the treatment of functional dysmenor- 
rhea. Whereas an occasional patient would respond to 
the premenstrual administration of corpus luteum hor- 
mone, estrogen or androgens the over-all picture was 
not too gratifying. Nevertheless, therapy continued 
along these lines until 1939, when Meigs * published an 
enthusiastic report on the result of resection of the 
superior hypogastric plexus in the treatment of func- 
tional dysmenorrhea. His was an application of an 
operation first described by Cotte * in 1925 as presacral 
neurectomy. 

In view of the fact that the medical approach had 
yielded such relatively poor results, it required little 
urging for physicians to look to the surgical approach 
as a possible solution to the problem of the refractory 
case of dysmenorrhea. But, despite the many enthusi- 
astic reports * which followed Meigs’s 1939 publication 
(one of the most recent being Cotte’s own report in 
July 1949* of 1,500 cases with only a 2 per cent 
failure) our own experience could not wholeheartedly 
substantiate such enthusiasm. There were a definite 
number of failures, and even in those cases in which 
there had been decided relief of pain immediately after 
the operation a number of patients reported the recur- 
rence of pain months later. Because of this, it became 
our policy to limit this operative procedure to cases in 
which all less radical methods had failed and in which 
an exploratory laparotomy was deemed advisable. 


It was at about this time that it became fairly well 
recognized * that functional dysmenorrhea was invaria- 
bly preceded by a progestational endometrium and that 
anovulatory bleeding was usually painless. Applying 
this principle, a number of investigators ° reported the 
successful use of the preovulatory administration of 
estrogens in the treatment of functional dysmenorrhea. 


Our first approach in an endeavor to suppress ovula- 
tion was with the oral administration of a synthetic 
estrogen (diethylstilbestrol) for six nights prior to the 
estimated time of ovulation. The results obtained with 
such therapy as far as the relief of dysmenorrhea was 
concerned were so far superior to any previous hor- 
monotherapeutic procedure used that it was deemed 
advisable to prove the hypothesis that ovulation was 
suppressed. Consequently, from the few patients who 
were then under our observation, basal temperature 
records *° were obtained and endometrial biopsies were 
made on the first day of the menses. Our observations 
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2. Cotte, G.: La sympathectomie hypogastrique: A-t-elle sa place dans 
la thérapeutique gynécologique? Presse méd. 33: 98-99, 1925. 
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78: 50-53 (July) 1949. (6b) Browne, O.: Survey of 113 Cases of Pri- 
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did not, however, show that ovulation was consistently 
suppressed. Although in most cases we observed no 
postovulatoryeelevation of temperature associated with 
a proliferative endometrium, not infrequently there 
would be no postovulatory elevation of temperature in 
conjunction with an endometrium showing some secre- 
tory activity, and occasionally we observed both a 
postovulatory elevation of temperature and a secretory 
endometrium. 

Unfortunately, our initial enthusiasm for the pre- 
ovulatory administration of diethylstilbestrol soon 
became tempered with reservations. Although there 
was decided relief of pain, seldom were the periods 
completely painless, and the treatment had to be sup- 
plemented frequently by the administration of analgesic 
medicaments. Patients frequently complained of gastro- 
intestinal distress (nausea and epigastric pain) while 
taking diethylstilbestrol. The dosage was 5 mg. orally 
each night for six nights. But the most disturbing 
feature was the fact that after some months of treatment 
the periods became more painful. It was because of 
this latter observation that it was decided to change to 
the preovulatory administration of methyltestosterone. 


Previous investigators’ had reported the use of 
testosterone propionate parenterally in massive doses 
given throughout the cycle for the treatment of func- 
tional dysmenorrhea. The results were equivocal. 
Although the pain was alleviated, there were masculin- 
izing effects in a large percentage of their cases. 

Our treatment, herein reported, consisted of confining 
the use of male sex hormone to the preovulatory phase 
and in giving it orally instead of parenterally in a total 
dosage well below that which might produce masculini- 
zation. Methyltestosterone in 10 mg. tablets was given 
three times a day for six days before the estimated time 
of ovulation. There were 22 patients so treated. A 
more detailed account of the first case in which methyl- 
testosterone was given before ovulation follows: 


REPORT OF A _ CASE 

G. L, aged 24, had been married two years, had never been 
pregnant and had had the onset of menses at the age of 10, 
flow occurring every twenty-eight days and lasting four days. 
The flow was moderate in amount. Shortly after the onset 
of her menses she began to experience incapacitating bilateral 
pain in the lower part of the abdomen with her periods, the 
pain usually occurring about twelve hours after the onset of 
flow. The pain was so severe that it confined her to bed for 
at least four hours. She experienced three such attacks during 
a period, on the first, second and third days of flow. She 
obtained no relief from the ordinary coal tar products and 
antispasmodic drugs. Frequently, her family physician visited 
her during an attack and gave her an injection which put her 
to sleep. More recently, she had been under the care of a 
gynecologist who gave her progesterone orally and parenterally 
for a week before the onset of her period, with no change in 
the character of the period. This treatment was followed by 
premenstrual administration of estrogen and then by administra- 
tion of testosterone propionate for a week before the onset of 
menses, with equal failure. 

Her previous medical history revealed that in addition to 
the usual childhood diseases she had had a mastoidectomy at 
the age of 6 and pneumonia at 16. The patient appeared to 
be a well balanced, happily married young woman, a teacher 
of music, whose chief concern, in addition to the nervewracking 
pain she experienced at the time of her period, was that it 





7. Rubenstein, H. S., and Abarbanel, A. R.: The Use of Testosterone 
Propionate in the Treatment of Dysmenorrhea, Am. J. Obst. & Gynec. 
37: 709-715 (April) 1939. Salmon, Geist and Walker.™ 


constituted a drain on her financial resources because she had 
to remain away from school at that time. Her general physical 
condition was normal. Her uterus was small and retroverted; 
adnexa and cervix were normal. 

She was first placed on a preovulatory diethylstilbestrol 
regimen. She was given 5 mg. of diethylstilbestrol each night 
for six nights before the estimated time of ovulation. She 
reported that the following period was shorter, scantier in 
amount and much less painful. She had several attacks of 
pain during the period, but they were not incapacitating and 
were easily controlled with analgesic capsules. She took four 
such capsules throughout the period. This therapy was con- 
tinued for several months, and the dosage of diethylstilbestrol 
was increased and extended over a longer period of time, first 
seven days, then eight and finally nine days, before ovulation, 
in an effort to obtain a completely painless period. A basal 
temperature record during therapy showed no postovulatory 
elevation of temperature, but an endometrial biopsy on the first 
day of the menses gave equivocal results. The endometrium 
still showed some secretory activity. After four months of 
therapy the patient was told to go without any hormonal 
medication. The subsequent period was exceedingly painful 
and incapacitating, and despite the taking of many analgesic 
capsules the patient lost sleep for two nights. Preovulatory 
diethylstilbestrol therapy was resumed, and the pain in subse- 
quent periods was definitely diminished. 

Nine months after the patient was originally seen, in an 
effort to obtain more complete relief of pain, therapy was 
changed to the preovulatory administration of methyltestos- 
terone; 10 mg. tablets were given three times a day for six 
days before the estimated time of ovulation. The response to 
this therapy in the subsequent period was dramatic. In the 
patient’s own words: “I never experienced anything like this 
in my whole life. I didn’t even have to take an aspirin.” 
The patient, according to instructions, had been keeping her 
basal temperature record. Surprisingly enough, there was a 
definite postovulatory elevation of temperature, and the endo- 
metrial biopsy showed a definite secretory endometrium despite 
the preovulatory administration of methyltestosterone. The 
patient continued this therapeutic regimen for several months, 
and all the periods were painless. She then ceased taking the 
hormone only to experience a recurrence of an excruciatingly 
painful period. The therapy was reinstituted, and the patient 
had been taking the hormone for almost four years at the time 
of writing. Her periods have been completely painless, pain 
only recurring if androgens have not been taken. For six of 
the nine months prior to this writing, while taking the hor- 
mone, she had been unsuccessful in an attempt to conceive. She 
became pregnant three months after discontinuing the hormone. 


We are less concerned now than we were originally 
about possible interference with the reproductive fune- 
tion of the patient by the administration of male sex 
hormone in the preovulatory phase. To begin with, we 
have no evidence to demonstrate that ovulation 1 
being suppressed, and now, from our small series 
cases, we have already had 3 patients who became 
pregnant immediately after therapy had ceased. 

We have gone into a detailed analysis of the 1 case 
because it reflects the results obtained in the great 
majority of our cases. Remarkably few side effects 
resulted from the taking of methyltestosterone. 
infrequently the patients reported that their 
were scantier and occasionally slightly delayed of pre 
mature. In no case was an increase in flow 
One patient who was decidedly hirsutic . 
noted an increase in hair growth. Although her claim 
could not be substantiated by our observation, medt 
cation was discontinued. It is extremely : 
a total dosage of 180 mg. of methyltestosterone in # 
cycle will cause hirsutism. In a number of cases com: 
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plete relief was obtained with half the recommended 
dose. The dosage chosen by us was purely empiric. 
During the course of this study there was often con- 
siderable variation in the total dosage and mode of 
administration. A patient who experienced little or no 
relief often would obtain complete relief by starting 
administration of the drug earlier or by more accurately 
determining the time of ovulation by obtaining a basal 
temperature record during a control period and making 
certain that the male sex hormone was given before the 
postovulatory rise in temperature. Frequently, per- 
lingual tablets of methyltestosterone were prescribed, 
but if the patient strenuously objected to their taste 
she was told to swallow them like tablets. The paren- 
teral administration of male sex hormone was not tried 
in any case. The optimum dosage in our cases was, 
as already stated, 10 mg. three times a day for six days 
before the estimated time of ovulation. The only other 
side reaction was that 1 patient volunteered the informa- 
tion that she had a decided increase in libido while 
taking the tablets. 

There were 22 cases of refractory functional dys- 
menorrhea included in this study. Although this num- 
ber is too small for accurate statistical deduction, a 
breakdown analysis of these cases reveals interesting 
information. 

All the patients were under 30 years of age. Thirteen, 
or 59 per cent, were married. That figure belies the 
often recommended efficacy of conjugal relations as a 
cure for dysmenorrhea. Four, or 18 per cent, had 
borne at least one child. This figure also is too high 
to provide any security in the feeling that should a 
patient bear a child her dysmenorrhea will disappear. 
Fifteen, or 68 per cent, had had dysmenorrhea for more 
than five years and 6, or 27 per cent, for more than 
ten years. Only 1 patient, a girl aged 12, had suffered 
less than a year. It is apparent that this condition has 
remarkable tenacity and little inclination to disappear 
spontaneously. 


The physical conditions were essentially normal in 
the great majority of cases. However, it is interesting 
to note that only 1 patient had an infantile uterus. 
Only 23 per cent had retroverted uteri, and there was 
no case in which there was an acutely anteflexed uterus 
with an elongated cervix with a pin point os, the 
so-called tight cervix. Evidently the anatomic con- 
figuration or position of the uterus has little to do with 
the production of dysmenorrhea. At least one or both 
ovaries were palpable in 4, or 18 per cent, of the 
patients. However, all but 1 of these patients were 
completely relieved by the preovulatory administration 
of methyltestosterone. 


_ Whereas before this study we had obtained an occa- 
sional good response to the premenstrual administra- 
tion of progesterone or methyltestosterone, in the 10 
patients of this group who had previously received 
Progesterone and in the 11 who had taken androgens 
Premenstrually, no patient experienced even partial 
telief. In evaluating the severity of pain experienced 
patients, it is interesting to note that 5, or 

23 per cent, had little or no relief despite the taking of 
analgesics and that 17, or 77 per cent, had only partial 
relief with such medication. The response to the pre- 
ovulatory administration of diethylstilbestrol was much 
- In 9, or 82 per cent, of the cases in which such 


pr was used the patients experienced considerable 
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Four patients, or 18 per cent, had had previous 
surgical procedures. In all 4 cases the dysmenorrhea 
complained of prior to the operation was unrelieved by 
surgical intervention, although in three instances defi- 
nitely diseased tissue was removed. One patient under- 
went myomectomy for a fibroid, the other 2 had 
salpingo-oophorectomies, 1 for tubo-ovarian abscess and 
the other for a chocolate cyst of the ovary. 

Treatment failed in none of the 22 cases in which 
methyltestosterone was given before ovulation. There 
were 3 cases in which, at first, treatment was thought to 
have failed. Two of these patients were referred to our 
wards for resection of the superior hypogastric plexus. 
One, at laparotomy, was found to have an intramural 
fibroid ; the other had an adenomyoma. The third case 
involved a young girl who, after failing to respond to 
androgen therapy for several months, was reexamined 
and found to have a right ovarian cyst. Six patients, 
or 27 per cent, experienced only partial relief, whereas 
16, or 73 per cent, had complete freedom from pain. 


It was believed in the light of our past experiences 
that in order to properly evaluate any therapeutic pro- 
cedure in the treatment of refractory functional dys- 
menorrhea a long period of observation after institution 
of therapy is absolutely essential. Consequently, this 
report has been delayed, although this study began over 
four years ago. No patient has been observed for less 
than three months. Sixteen, or 73 per cent, have been 
observed for six months or more. Seven, or 32 per 
cent, have been observed for more than a year. 


In view of the fact that we had no satisfactory 
explanation of the action of methyltestosterone admin- 
istered before ovulation in relieving refractory func- 
tional dysmenorrhea, it was thought that if we extended 
the application of this procedure to other conditions it 
might give us an insight into its mode of action. Three 
patients with multiple fibroids whose chief complaint 
was of painful heavy periods and who found it incon- 
venient to undergo surgical operation at the time were 
given methyltestosterone before ovulation for a period 
of six months. None obtained any relief whatsoever in 
lessening of either the pain or the amount of flow. 

There were 5 patients with a multiplicity of com- 
plaints in addition to dysmenorrhea. They suffered 
from tender, engorged breasts in the premenstrual 
phase, a sense of abdominal bloating at that time, 
dyspareunia, increased irritability, headaches, some- 
times nausea and vomiting and, occasionally, melan- 
cholia. We believed that the category to which they 
were most closely allied was what Taylor ® describes 
as the congestion-fibrosis syndrome. Only 1 of these 
5 patients obtained any relief with methyltestosterone 
given in the preovulatory phase. 

There were 2 patients with mittelschmerz. Both 
these patients, in addition to severe intermenstrual pain, 
had a scant, sanguineous discharge associated with the 
pain. One patient had absolutely no relief with the 
preovulatory administration of methyltestosterone, 
whereas the other experienced complete relief. How- 
ever, the latter is the patient previously mentioned, 
who volunteered the information that there was decided 
increase in libido attendant on the taking of the tablets. 
We wonder whether the euphoria engendered did not 
play a large part in increasing her tolerance for pain. 

There was 1 patient with severe, incapacitating pre- 
menstrual headaches who experienced not the slightest 
alleviation of pain when methyltestosterone was taken 
before ovulation. 
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COMMENT 

It is fairly apparent, then, that the preovulatory 
administration of methyltestosterone will have little 
influence in cases other than those of truly functional 
dysmenorrhea, in which pain is the chief and probably 
only complaint. Although there has been no evidence 
to substantiate the hypothesis that ovulation might be 
suppressed by the administration of androgens in the 
dosage given in the preovulatory phase, it is believed 
that if accurate quantitative tests were available to 
determine hormonal titer in the postovulatory phase, 
it could be demonstrated that methyltestosterone, even 
in these dosages, given in the preovulatory phase, effects 
a change in such concentrations. How else could one 
explain the remarkably good results obtained with 
methyltestosterone when given in the preovulatory 
period and its relative inefficacy when given in the 
premenstrual period? We believe that those cases of 
refractory functional dysmenorrhea in which all other 
causes, such as psychogenic and hygienic, have been 
eliminated fall into the category of hormonal imbalance. 


SUM MARY 

1. A short résumé of the experience of physicians 
at the gynecologic endocrine clinic at Bellevue Hospital 
in the treatment of refractory functional dysmenorrhea 
has been given. 

2. The results of treatment in 22 cases of refractory 
functional dysmenorrhea with the preovulatory adminis- 
tration of methyltestosterone have been recorded. 
(a) There has not been a single complete failure. 
(b) Six, or 27 per cent, of the patients experienced 
partial relief of pain. (c) Sixteen, or 73 per cent, 
of the patients experienced complete relief of pain. 

3. The results of the treatment of 11 patients who 
fall into categories other than that of functional dys- 
menorrhea have been noted. The results in such groups 
have been almost universally poor. 

4. The results of basal temperature records and pre- 
menstrual endometrial biopsies indicate that ovulation is 
not suppressed by the preovulatory administration of 
methyltestosterone in the dosage described in this 
report. 

5. The theory that the preovulatory administration 
of methyltestosterone effects a change in hormonal con- 
centrations in the postovulatory phase and that this in 
turn produces a diminution of pain in functional dys- 
menorrhea is expressed. 





Safeguarding the Profession.—A physician should expose, 
without fear or favor, incompetent or corrupt, dishonest or 
unethical conduct on the part of members of the profession. 
Questions of such conduct should be considered, first, before 
proper medical tribunals in executive sessions or by special or 
duly appointed committees on ethical relations, provided such 
a course is possible and provided, also, that the law is not 
hampered thereby. If doubt should arise as to the legality of 
the physician's conduct, the situation under investigation may 
be placed before officers of the law, and the physician-investi- 
gators may take the necessary steps to enlist the interest of 
the proper authority. 

Membership in Medical Societies.—For the advancement 
of his profession, a physician should affiliate with medical 
societies and contribute of his time, energy and means so that 
these societies may represent the ideals of the profession. 

From the Principtes oF Mepicat Eruics of the American 
Medical Association. 











V ACCINATION—BENENSON J. A. M.A’ 
Aug. 5, 1959 


IMMEDIATE (SO-CALLED “IMMUNE”) REACTION 
TO SMALLPOX VACCINATION 


MAJOR ABRAM S. BENENSON 
Medical Corps, United States Army 


The immediate reaction to smallpox vaccination js 
widely interpreted as evidence of immunity to the dis- 
ease.' This response, however, is a manifestation of 
sensitization to virus fractions, and immunity and sensj- 
tivity do not necessarily go hand in hand. Dead virys 
produces the same reaction in persons previously vacei- 
nated but no longer immune as does live potent vaccine 
in highly immune persons.*, The danger inherent in 
relying on an immediate reaction after vaccination is 
emphasized by the occurrence of smallpox among sol- 
diers whose vaccination records indicate that they had 
shown an “immune” response as recently as two to three 
months before the onset of the disease.* It is possible 
that in some of these cases the “immune” reaction was 
administrative in nature *; it is probable that in others 
an inert vaccine was used. 

Recent workers, recognizing the part of sensitivity 
in the immediate reaction, have relied on morphologi 
characteristics, such as vesiculation, as the criterion i 
immunity.° The present investigation was undertaken 
to study the response of persons vaccinated simul- 
taneously with live and heat-killed virus, to determine 
whether any morphologic difference exists between the 
responses to potent and insert vaccine. 


MATERIAL AND METHODS 

Volunteers—Two groups of Army Medical Department 
officers were vaccinated in the course of the study. The first 
group of 50 had been vaccinated previously on one or more 
occasions. The last previous vaccination of 42 officers was 
within the preceding year. The second group of 27 volunteers 
included 14 officers who had been vaccinated with the first 
group two months previously. The 13 new volunteers had all 
been previously vaccinated, but in 6 instances the interval since 
the last vaccination was twenty-one months or more. 

Vaccine —The first group of 50 volunteers received New 
York City Board of Health vaccine; the second group of 27 





From the Department of Virus and Rickettsial Diseases, Army Medical 
Department Research and Graduate School, Washington, D. C., 
Second Army Area Medical Laboratory, Fort George G. Meade, Maryland. 

1. Leake, J. P.: The Immunity Following Smallpox Vaccination, Mil 
Surgeon 53: 328, 1923. ‘ 

2. (a) Von Pirquet, C. E.: Allergy, Arch. Int. Med. 7: 259-288 (Feb.) 
and 383-436 (March) 1911. (6) Force, J. N.: Intradermal 5 
Vaccination, Pub. Health Rep. 42: 1031, 1927. Knoepfelmacher, W.: 
Subcutane Vaccineinjectionen, Wien. med. Wehnschr. 57: 1847, 1907. 
Von Pirquet, C. E.: Ueber die verschiedenen Formen der al 
Reaktion bei der Revaccination, Ztschr. f. Immunitatsforsch. u. expet- 
Therap. 10:1, 1911; Die Doppelreaktion bei der Kuhpockenim 
Miinchen. med. Wehnschr. 58: 937, 1911. Hooker, S. B.: A Skin Test 
for Susceptibility to Smallpox: Human Endermal Reactions to 
Virus, J. Infect. Dis, 45: 255, 1929. (c) Gastinel, P.; Reilly, J. and 
Mortier, M.: Sur l‘allergie vaccinale: Sensibilisation et désensibilisation 4 
l'aide de vaccin jennérien tué, Compt. rend. Soc. de biol. 121: 509, 
1932. (d) Andervont, H. B., and Rosenau, M. J.: Vaccinia: Studies 
of Immunity, Reactions and Effects of Heat, J. Immunol. 18: Si, 1930. 
McKinnon, N. E., and Defries, R. D.: Interpretation of Reactions — 
ing Vaccination, Canad. Pub. Health J. 22:33, 1931. Craigie, J. # 
Wishart, F. O.: Skin Sensitivity to the Elementary Bodies of Vaccinia, 
ibid. 24:72, 1933. Smith, W.: A Heat-Stable_ Precipita Substance 
Extracted from Vaccinia Virus, Brit. J. Exper. Path. 13: 434, 1932. 

3. (a) Boeck, V. H. F.: Smallpex Among U. S. Soldiers in 
Bull. U. S. Army M. Dept. @: 45, 1946. (6) Agerty, H. A.: An 
break of Smallpox in American Military Personnel in ‘Japan, New England 
J. Med. 237: 305, 1947. (c) Scott, R. B., and Warin, R. P.: 
cination in Adults, Lancet 1: 536, 1947. (d) Illingworth, R. 
Oliver, W. A.: Smallpox in the Middle East: Lessons from 100 
Lancet 2: 681, 1944. 

4. Stallybrass, C. O.: Smallpox, Pub. Health 60: 77, 1947. 

_ §. (a) Leake, J. P.: Questions and Answers on Smallpox 
cination, Pub. Health Rep. 42: 221, 1927. (6b) Henderson, 
McClean, D.: The Immunity Following Intracutaneous and 5 
uspensions of Vaccinia, 
ical Observ: 


ike 


x 
“Ack 
A i 


we 
ee 


Vaccination with Elementary Body C 
39: 680, 1939. Marsden, J. P.: Some Practical ations 
of Vaccination, M. Press 208: 107, 1942; Smallpox and Vi 
Lancet 2: 805, 1944. Stevenson, W. D. H.: Vaccination Agni, 
> 


pox—Apparent Anomalies in Protection Afforded, ibid. 2% 
(ce) Mole, R. H.: > neg Vaccination, ibid. 13,597 


| 


ail 


ina & 
Nations) 1:32, 1947-1948. Cavaillon, A.: The Value to be 
Senipes Vaccination and to the Reaction of Immunity, 
1947- q 


ms 




































eovFTwT 


Co = 


rreccke ON = 


e 
— 


Ba2¢ 75 ™:.h 


» 


SRBSEBSS RP Et SSS 


“BeERStSR ee sak 





Voiume 143 
Numper 14 


received a commercial vaccine obtained through normal Army 
supply channels. Both vaccines were titrated in rabbits before 
yse and were found to be of acceptable potency. A portion of 
each lot of vaccine was inactivated by submerging the sealed 
capillary tubes in a constant temperature water bath. The New 
York City Board of Health vaccine was subjected to 56 C. 
for either one-half hour. or three and one-half hours; the com- 





Fig. 1.—Reactions to multiple pressure vaccination (4) twenty-four 
hours and (2) forty-eight hours after vaccination. Here and in figure 
2 the upper two reactions are with two different lots of commercial 
vaccine; the middle reactions are to New York City Board of Health Vac- 
cine, undiluted on the left and diluted 1: 100 on the right; bottom reactions 


are to the same New York City Board of Health material, heated three 
and one-half hours at 56 C. Scar of old vaccinia is in the center. 


mercial vaccine was inactivated at 60 C. for one hour. All 
treated material was tested for infectivity and found to be 
noninfectious. 

Procedure —The upper part of both arms of each volunteer 
was cleaned with ether and permitted to dry before vaccination 
was performed by the multiple pressure method through a drop 
of vaccine.” To avoid danger of cross infection, the vaccine 
was applied by two vaccinators. One of these vaccinated with 
live virus; the other, provided with separate equipment, applied 
the inactive virus to the other arm. Only a few minutes 
tlapsed between the two vaccinations. The reactions were 
observed and recorded each day for the first four days and 
thereafter on the eighth and fourteenth days. 

Interpretation of Reactions —The reactions to the vaccina- 
tions were interpreted in accordance with general practice.’ 
Those reaching maximum intensity (greatest skin area involved 
ii the reaction) within seventy-two hours were.classified as 
mmediate; those with their height between the fourth and 
seventh day were interpreted as vaccinoid, and those attaining 
a peak after the seventh day were regarded as vaccinia. The 
mmediate reactions fell into four distinct morphologic types : 
(a) papular, an indurated erythematous papule 3 to 11 mm. 
m diameter; (b) areolar, a papule surrounded by an ery- 
S areola; (c) vesicular, a simple papule with vesicula- 
ton at the summit, and (d) areolovesicular, a_ vesicle 
‘urrounded by an areola. The last type resembled the vac- 
Gnoid reaction but reached its peak and had begun to regress 
by the fourth day. 

OBSERVATIONS 
th volunteers receiving simultaneous vaccination with 
and inactive smallpox virus vaccinoid reactions 
Were observed only as response to live virus; however, 
"8 mstances there was no reaction to the live virus 
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but the inactivated vaccine produced an immediate 
reaction. The converse was true in 3 instances. Taking 
both groups together, there were 56 persons who had 
an immediate reaction to both vaccines. Of these, in 
29 the reactions were of the same morphologic type. 
In 11 a severer reaction was at the site of vaccination 
with inactivated virus. There was no essential differ- 
ence in the type of immediate response which could be 
correlated with the viability of the vaccinia virus. The 
differences in reaction are consistent with the obser- 
vation that there is a difference in response to different 


vaccinators even when they are using the same technic.* 

An unexpected observation was the severity of some 
of the reactions to the inactivated vaccine. One of the 
subjects, whose fifth vaccination occurred three months 
earlier, showed a severe reaction to killed virus within 
twenty-four hours; a papule 10 mm. in diameter was 
surrounded by a 35 mm. areola. By the second day the 
papular area had broken down into a large vesicle 
filled with cloudy fluid. This fluid did not produce a 
reaction when passed by scarification to 3 human volun- 
teers and 1 rabbit. This subject was revaccinated with 
the same vaccine (1) heated, (2) unheated, (3) undi- 
luted and (4) in a 1:100 dilution. To rule out the 
possibility that the reaction was to some ingredient in 
the specific lot of vaccine, he was also vaccinated with 
two different potent lots of commercial vaccinia. For 
photographic purposes all insertions were in one arm. 
The reactions were comparable to those he had previ- 
ously shown. They are illustrated in figures 1 and 2. 

The results of this study indicate that it is impossible 
to predict the immunity of the volunteers by the reac- 
tion to heated material. All morphologic types of 
immediate reaction were encountered among the 10 sub- 
jects in whom there developed vaccinoid reactions to 
active virus; moreover, the reactions to the two vac- 
cines were generally identical for the first three days. 
Thereafter the reactions to dead virus regressed, while 
those to live virus became larger and more intense. 





Fig. 2.—Reactions to multiple pressure vaccination (A) four days and 
(B) eight days afterward: upper, middle and lower reactions as described 
in legend for figure 1. 


Fifteen members of the second group were also 
vaccinated with 1: 100 dilutions of active and heated 
vaccine in addition to the full strength vaccine. All 
these insertions resulted in immediate reactions of the 
papular type, although 4 of these persons had vaccinoid 
responses to undiluted live vaccine. 
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COMMENT 

These observations serve to confirm the contention of 
others that the immediate reaction following smallpox 
vaccination is a manifestation of allergic sensitivity to 


the vaccinia virus which can be induced as readily with - 


killed as with living virus® and does not of itself 
connote the persistence of adequate immunity. There 
is thus danger that one who is losing his immunity 
might be considered to have adequate immunity if 
tested with deteriorated vaccine.'” 

The current trend admits the possibility that a papular 
immediate reaction is merely an indication of sensiti- 
zation but assumes that vesicle formation only follows 
satisfactory insertion of potent vaccine.’ This may be 
based on the statement by Leake “ that “vesicles are 
formed in the vaccinoid and typical vaccinia reactions, 
but not with the reaction of immunity.” The fallacy 
in this assumption is demonstrated by the fact that 
vesiculation occurred in 37 of the 74 (50 per cent) 
immediate reactions to inactivated vaccine. It occurred 
in only 24 of the 59 (41 per cent) immediate reactions 
to potent vaccine. It is recognized that the volunteers 
in this study had been exposed to vaccinations more 
frequently and more recently than would be a group 
drawn from the general population and therefore may 
have demonstrated a higher degree of sensitivity. 

The intensity of the immediate reactions may be such 
that those unfamiliar with them may easily misinterpret 
their significance. Thus, among 37 cases of smallpox 
in personnel in Korea, Boeck “ reported that 6 had 
“immune” reactions, 6 vaccinoid reactions and 1 vac- 
cinia to vaccinations performed within two to three 
months before onset of the disease. It is possible 
that the 6 “vaccinoid” reactions were examples of 
“hyperergic’” or areolovesicular immediate reactions, 
misinterpreted because of reliance on form rather than 
chronology of the reaction. Boeck’s patient reported 
as having vaccinia may have been the one I saw. This 
soldier had a scabbed area morphologically typical of 
vaccinia at the time of admission to the hospital with 
the prodromal symptoms of an illness which culminated 
in confluent smallpox. Investigation revealed, however, 
that vaccination had been performed twenty-two days 
earlier and that a papule had developed at the site, 
reaching a maximum in two days and then disappearing. 
About six days before his admission, a lesion reappeared 
at the site of vaccination and developed into the lesion 
noted. This latter reaction was probably induced not 
directly by vaccinia virus but by localization of the 
circulating variola virus in a recently sensitized skin 
area, a phenomenon mentioned by Leake.** Certain 
of these cases may not represent instances of inadequate 
protection afforded by potent American-made vaccine 
or failure of the immune mechanism but instead may 
represent variola in previously sensitized persons who 
gave immediate reactions to impotent vaccine. 

Since in certain circumstances those susceptible to 
smallpox may display the so-called “immune” reaction 
to vaccination, what reaction is to be expected of the 
truly immune person? Recently British workers " 





Vaccinia in Guinea Pigs, J. In 
Gastinel, Reilly and Mortier.** 
10. Force, }: N.: An Investigation of the Causes of Failure in Cowpox 
Vaccination, J. A. M. A. 62: 1466 (May 9) 1914. Peterson, E.: Revac- 
cination Against Smallpox and a Discussion of Immunity Following 
Cowpox Vaccination, U. S. Nav. M. Bull. 16: 411, 1922. Hooker, S 


The Skin Test for Immunity to Smallpox, Boston M. & S. J. 193: 212, 
Leake 
Lancet 1: 364, 1947. Mit- 


1925. Leake. Scott and Warin.* X 

11. Broom, J. C.: Revaccination in Adults, 
man, M.: Successful Revaccination, ibid. 1:464, 1947. Morgan, M. T.: 
Successful Revaccinati ibid. 2:34, 1947. Stuart, G.: Note on_the 
“Immunity Reaction” Following Vaccination inst Smallpox, Bull. 


9. Dienes, L., and Naterman, H. L.: The Immunological Response to 
fect. Dis. 60: 279, 1937. Von Pirquet.™ 


World Health Organization (United Nations) 1: 30, 1947-1948. 


V ACCINATION—BENENSON 





J. A.M. 
Aug. 5, ist 


have claimed that on revaccination the “insusceptible 
shows no visible response at all.” They were using 
the scratch method of vaccination, which has an appreci- 
ably larger incidence of failures than the multiple 
pressure technic.*© Edsall'* maintains, as do many 
others, that “no takes” are due to technical failure. Ip 
our series lack of visible reaction was considered a 
failure, and on revaccination of 8 subjects who had 
failed to react to potent vaccine 4 papular, | areolar, 
1 vesicular and 2 areolovesicular reactions were elicited. 
Although 2 subjects each required three vaccination 
attempts, satisfactory reactions eventually developed in 
all subjects. This supports the concept that lack of 
reaction is due to technical failure and that the immune 
human being will react to properly applied potent 
vaccine with an immediate reaction. 

These observations are of practical importance for 
military immunizations and situations in which risk of 
exposure is great. In those instances vaccination must 
be followed by visible reactions ; an observed immediate 
reaction, even if vesiculated and surrounded by an 
areola, may be assumed to indicate adequate resistance 
to virulent smallpox only when the vaccine is known 
to have been potent. 

The objective of smallpox vaccination is to confer 
solid immunity on those who lack it. This objective 
can be realized only by. recognition of the errors which 
might invalidate the vaccinating procedure. Until a 
more stable vaccine its developed, the instability of 
living vaccine will continue to require storage of the 
material at the lowest possible temperature at all times 
prior to use, together with scrupulous adherence to 
proper vaccinating technic.° 

Interpretation of the reaction after vaccination must 
be based on recognition that the early forms of reaction 
are not an index of activity of the virus used. Any 
reaction, regardless of its form, which is regressing by 
the fourth day merely indicates sensitivity ; it connotes 
immunity only if that lot of vaccine is producing a 
significant number of vaccinoid or vaccinia reactions in 
other persons at the time. 


CONCLUSIONS 

1. The “immune” reaction which develops in pet- 
sons revaccinated with smallpox vaccine is an allergic 
reaction to vaccinal antigens and is not related to the 
infectivity of the vaccine applied. The use of the term 
“immune reaction” and “reaction of immunity” should 
be discontinued and “immediate reaction” used to 
describe the vaccination which achieves its maximum 
within seventy-two hours. : 

2. Heat-inactivated smallpox vaccine can produce m 
revaccinated persons reactions that are morphologically 
indistinguishable from the so-called “immune” reactions 
following insertion of potent vaccine. Reactions have 
been observed to range from a simple papule to one 
in which the papule is replaced by vesiculation 
pustulation, surrounded by a zone of erythema. 

3. An immediate reaction to smallpox vaccimation 
indicates previous contact with the virus and 
residual immunity adequate for the usual exposures of 
American living. However, in the face of exposure 10 
virulent variola strains the —— re can be 
accepted as indicating immunity only i vaccine 
meee known to be of high potency and has been 
applied by the proper vaccinating technic. 


x 





12. Edsall, G.: Successful Revaccination, Lancet 1: 887, 1947. 
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Special Article 


TREATMENT OF MULTIPLE SCLEROSIS 
A Review of Drug Therapy 


GEORGE A. SCHUMACHER, M.D. 
New York 


In 1935 the world’s literature on the subject of the 
treatment of multiple sclerosis was reviewed by Brick- 
ner.. He emphasized the factors which made scientific 
investigation in the field of treatment of multiple sclero- 
sis difficult, the most important being the notorious 
unpredictability of the natural course of the disease, its 
remissions sometimes for long periods, the lack of agree- 
ment over suitable criteria for determining improve- 
ment or cure, the difficulty of obtaining long term 
follow-ups and the difficulty of an individual observ- 
er’s accumulating large enough series of cases to be 
statistically valid. A tabular compilation of the results 
of treatment reported in the literature was made, includ- 
ing such measures as antiseptics (arsenic, antimony, 
mercury and suramin sodium), fever therapy, special 
vaccines and serums, quinine, sympathectomy and 
hypnotism. 

From this compilation Putnam * prepared in 1939 a 
statistical analysis of the recovery incidence based on 
1,407 cases reported. Of these, 665 patients (47.5 per 
cent) were stated to have profited by treatment. In a 
few forms of therapy (e.g., the use of salicylates, 
nuclein, liver extract, lecithin intraspinally and sympa- 
thectomy ) 100 per cent incidence of improvement was 
reported but never in a series larger than 11 cases. 
Those series large enough to have pretensions to sta- 
tistical value were various forms of fever therapy with 
improvement in 60 per cent, roentgen therapy with 
improvement in 58 per cent, quinine with improvement 
in 49 per cent, fibrolysin® (a sterile 15 per cent aqueous 
solution of thiosinamine and sodium salicylate) with 
improvement in 48 per cent, arsphenamine with 
improvement in 45 per cent, and Purves-Stewart vac- 
cine with improvement in 35 per cent. To this analysis 
was added a summary of observations on the results of 
therapy at the Neurologic Unit of the Boston City Hos- 
pital. Ten patients treated with injections of liver 
extract and high vitamin diet showed no definite results ; 
6 patients with vitamin therapy were subjectively better 
but not protected against remission; 12 patients who 
had forced cerebrospinal fluid drainage were without 
improvement; 11 patients with fever therapy were all 
worse. Regimens of arsphenamine, suramin sodium, 
typhoid vaccine, quinine and amphetamine were uni- 
formly without success. The criteria, controls and 
Statistical aspects are not given. 

In his attempt to establish criteria of effective treat- 
ment Putnam pointed out that multiple sclerosis is 
characterized by a tendency to spontaneous remissions. 
In a series of 133 patients studied, 69 per cent expe- 
nenced definite improvement at some time. Complete 
disappearance of the first symptom was reported by 44 
Per cent of the patients. The analysis of the survey 
of the more widely used forms of therapy, previously 
erred to, showed that the proportion of patients 
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improved varied from 35 to 60 per cent with an average 
of 47.5 per cent in the entire 1,407 cases analyzed, a 
proportion smaller than the spontaneaus improvement 
rate. In a series of 416 patients with multiple sclerosis 
followed for an average of fifteen years, MacLean found 
that 4 to 6 per cent became disabled in terms of either 
walking or working ability during the course of any one 
year. This provides a logical criterion for the deter- 
mination of the efficacy of any form of treatment. 

As already stated, the effect of the more popular 
types of treatment in Putnam’s own series had not been 
encouraging. On the basis of statistical evidence of 
the microscopic appearance of plaques studied at various 
stages of development it was his opinion that the maxi- 
mum extent of recovery from acute lesions was deter- 
mined at the time the lesions were formed and that the 
reparative processes ran their course irrespective of 
therapy (aside from attention to hygiene and nutrition ). 
His conclusion was that the criterion of success of any 
treatment of multiple sclerosis should probably be the 
prevention of relapses. 


In a more recent expression of his views Putnam * 
noted that the etiologic basis and pathogenesis of mul- 
tiple sclerosis’ continue to be a matter of dispute. He 
stated that most forms of therapy which have been 
proposed have been highly empiric and ineffective. On 
the basis of available data concerning the disease 
derived from reported laboratory and clinical investiga- 
tions to date, the main goals of therapy appeared to him 
to be: (1) the avoidance of injuries and infections; 
(2) avoidance of pregnancy; (3) change to a warmer 
climate; (4) an attempt to modify the allergic state ; 
(5) the prevention of occurrence of thromboses; (6) 
improvement of blood supply and nutrition to the 
lesions already formed; (7) rehabilitation of the patient 
by reeducation and exercises, and (8) the use of drugs 
for symptomatic aid, namely, (a) those acting to over- 
come muscle spasm, (b) those diminishing pain, and 
(c) those aiding in bladder function. However, drug 
therapy has been employed far more extensively than 
just for symptomatic aid, and it is the purpose of this 
review to evaluate critically the use of drugs in all 
phases of the disease. A critical study of current 
theories regarding the causation and genesis of multiple 
sclerosis with consideration of all aspects of therapy 
(including methods other than the use of drugs) is 
published elsewhere.° 


A study of the main body of the literature in English 
concerning drug therapy in multiple sclerosis during 
the past fourteen years, that is, since Brickner’s compi- 
lation and Putnam’s analysis thereof, makes it apparent 
that the agents used fall into two main categories: (1) 
those directed toward preventing the development of 
lesions in the nervous system, that is, dealing directly 
with pathogenesis of the disease, and (2) those directed 
toward modifying the dysfunctions that result from 
nervous system defects in the patient, in other words, 
symptomatic remedies. Of the latter, those drugs 
reputed to improve muscle spasticity have been the 
center of greatest interest recently. It is to be empha- 
sized that no category of therapeutic agents has been 
reported or even suggested as capable of healing the 
primary lesion of multiple sclerosis itself, whether acute 
and potentially reversible or chronic and presumably 
irreversible. Nevertheless, from some of the reports 
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(July 22) and 1146 (July 29) 1950. 




















1242 DRUG THERAPY IN 











of favorable response to drug therapy, in which the 
agents are not being used as symptomatic remedies, it 
must be assumed that the authors are implying indi- 
rectly an action on the lesion itself. In this survey, 
drugs used in the treatment of multiple sclerosis will 
be discussed under the two main headings referred to 
previously and within subgroups thereof. 










































DRUGS AIMED AT PREVENTION (OR 
IMPROVEMENT) OF LESIONS 


VASODILATORS 

Histamine.—Horton and others*® recorded in 1944 
the results of treatment of 102 patients with daily intra- 
venous injections of histamine diphosphate. The 
maximum length of follow-up was fifteen months. Of 
78 patients with chronic illnesses of one to twenty 
years’ duration 36 were improved and 42 unimproved. 
Of 24 acutely ill patients with symptoms of up to two 
months’ duration 18 became well, 3 were improved and 
3 were unimproved. Criteria for improvement were 
not stated, except generally. It was stated that the 
prompt improvement following histamine therapy prob- 
ably resulted from vasodilatation in the central nervous 
system. In advanced multiple sclerosis in which gliosis 
had occurred the therapy was admittedly ineffective. 
The occurrence of spontaneous remissions in untreated 
patients made it difficult to evaluate the results of 
therapy in the early cases. Nevertheless, the impor- 
tance of early diagnosis was stressed, and it was believed 
that ‘“‘a great deal’ could be accomplished if the treat- 
ment were carried out before irreversible changes 
occurred in the central nervous system. Without stat- 
ing the evidence therefor, it was concluded that multiple 
sclerosis was a primary vascular disorder of the central 
nervous system with secondary changes in the nervous 
and interstitial tissues. A noncommittal attitude was 
expressed toward the role of allergy in the pathogenesis 
of lesions, the drug being given apparently to produce 
vasodilatation rather than “desensitization.” 

Other reports on the use of histamine have appeared 
since then with similar generalizations regarding the 
favorable effect. The most recent one of Abramson ‘ 
(to date) described a new technic for histamine 
administration, namely, iontophoresis. A program ot 
iontophoretic therapy with strong histamine solutions 
in 11 patients showed that significant amounts of his- 
tamine could be absorbed through the skin by this 
method. Six advantages of this method over the intra- 
venous technic were given. All patients were said to 
be improved in terms of “increased muscle coordina- 
tion, muscular strength and improvement of vision.” 
Adequate criteria proving that the improvement was 
due to the drug were not given. Controls were not 
used. The conclusions were generalizations based on 
patients’ statements on what they could do. In no case 
was the alleged improvement well defined or impressive. 
In no case was an objective description of the neurologic 
signs before and after treatment given. Four protocols 
were given in detail but with incomplete description of 
manifestations preceding and following treatment. 

Other Vasodilators—Franklin and Brickner* in 
1947 reported their observations on the occurrence of 
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vasospasm in patients with multiple sclerosis. In 18 
of 21 patients retinal arteriolar spasm of various degrees 
and duration were found, and in 13 of 21 patients static 
and fluctuating scotomas were demonstrated. Both 
these dysfunctions could be affected by the vasodilator 
drugs papaverine (intravenously) and amyl nitrite 
(by inhalation). A critical review of the effects of 
these drugs as listed in their tables shows that only in 
the minority of observations could either drug com- 
pletely eliminate one or the other dysfunction, though 
in roughly half the observations one or the other drug 
was able partly to clear up the dysfunction. In a few 
additional cases it was stated that diplopia could be 
improved, and in 1 case intention tremor was favorably 
affected by one or the other drug. Photographs of the 
changes in arteriolar spasm following drug administra- 
tion were not provided. However, reduction in the 
number of scotomas was clearly illustrated by reprodue- 
tions of visual field charts. The hypothesis was devel- 
oped that lesions throughout the central nervous system 
are caused by vasospasms and reduced blood supply. 
It was pointed out that, clinically, fluctuations and 
reversibility of symptoms lend support to this theory. 
On the basis of this hypothesis, clinical application of 
papaverine hydrochloride (0.045 Gm. by mouth every 
two hours) was undertaken. This form of administra- 
tion was employed despite the statement (in the text 
describing the experimental observations) that there 
was “no clearcut effect on scotomas or vascular con- 
striction from orally administered papaverine hydro- 
chloride or other vasodilating drugs.’ However, other 
drugs were used, namely, aminophylline, belladonna (in 
dosage sufficient to maintain visual blurring) and 
amprotropine phosphate (syntropan®), though in none 
of the latter three drugs was evidence given indicating 
that these are effective vasodilator agents. In addition 
the following were tried: histamine diphosphate (given 
as recommended by Horton via intravenous infusions, 
or subcutaneously, 0.5 to 1.0 mg. every fifteen minutes 
for four doses, resulting in a flush lasting sixty to ninety 
minutes) ; whisky or wine (continuous small doses for 
several days and nights); dyphenhydramine hydro- 
chloride (benadryl hydrochloride® ) and tripelennamine 
hydrochloride (pyribenzamine hydrochloride*). The 
rationale for use of the latter drugs was not stated. No 
report was made of the therapeutic effect of these drugs. 
Criteria for evaluation were not indicated, and it was 
admitted that spontaneous remissions interfered with 
evaluation of treatment. An additional therapeutic 
suggestion to combat vasospasm, though no trials or 
results are reported, was the use of drug narcosis and 
intravenous feeding to produce complete freedom from 
stimuli, because “once vessels are vulnerable to spasm 
almost anything may produce or accentuate it.” It was 
admitted that there is no satisfactory explanation for 
the alleged primary dysfunction, namely, vasospasm. 
A year after the initial report on the use of ! 
lators, Brickner ® stated that “drugs have been used m 
various combinations with dubious results. Continuous 
treatment of the patient is quite a different matter from 
the administration of occasional doses under expetr 
mental conditions described. Theoretically vigorous 
vasodilatation should be maintained twenty-four hours 
a day. Alcohol in frequent doses is being tried. Con- 
tinuous histamine infusions in 2 patients were 
to have been followed by equivocal results. It should 


9. Brickner, R. M.: Multiple Sclerosis, M. Clin. North America 
32: 743, 1948. 
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be commented that improvement in multiple sclerosis 
after the onset of alcoholism or its failure to occur in 
the setting of alcoholism has not been reported. 


Sympatholytic and Adrenolytic Compounds.—Early 
enthusiasm about the vajue of the practical application 
of sympatholytic and adrenolytic drugs in a wide variety 
of disorders having to do with vascular narrowing has 
led to their trial in treatment of multiple sclerosis. 

Tetraethylammonium Chloride (Etamon Chloride®) : 
In 1948 Bell, Williams and Karnosh *® carried out a 
therapeutic trial of tetraethylammonium chloride (eta- 
mon chloride®*) in 22 patients, based on the hypothesis 
that the lesions of multiple sclerosis were due to a 
“vascular disorder such as hemostasis or change in 
vasomotor tone leading to thrombosis.” Fourteen of 
the patients had a history of exacerbations and remis- 
sions, displaying acute signs such as transient scotomas, 
diplopia, numbness, paresthesias, weakness of extremi- 
ties, urinary incontinence, dysarthria, astereognosis and 
ataxia. The drug was given in 500 to 1,200 mg. doses 
intramuscularly three to six times a week. Acute 
symptoms are said to have responded. Intermittent 
scotomas were promptly relieved in 1 patient. Con- 
tinued therapy in all instances appeared to have pro- 
tected patients from relapses or further progress of 
symptoms. The longest period of freedom from symp- 
toms was five months. In all 14 patients with acute 
symptoms, definite improvement in the most recently 
acquired symptoms occurred within four days after the 
start of therapy. It was pointed out that despite spon- 
taneous and unpredictable remissive factors it is unlikely 
that 14 spontaneous remissions would have occurred 
so shortly after the institution of treatment. Eight 
patients with chronic manifestations that had been 
static for six months prior to therapy were not benefited. 
It was concluded that tetraethylammonium chloride is 
probably not of value for the prevention of further 
relapses once it is discontinued, and that the small 
number of patients and the brief period of observation 
did not offer convincing proof that the drug entirely 
controlled transitotfy symptoms of multiple sclerosis. 
Symptoms which had endured longer than two to three 
months were not relieved by this method. It was sug- 
gested, however, that newly superimposed acute symp- 
toms of multiple sclerosis might be subjectively and 
objectively modified by the drug. Individual protocols 
and criteria for improvement. were not given. 

Recently Fisher presented a detailed report on the 
use of tetraethylammonium chloride in a variety of 
conditions.'' More than 50 patients who have had 
multiple sclerosis for three to fifteen years are being 
studied. Treatment has not been continued long 
tnough to evaluate results. Preliminary observations 
are said to be sufficiently encouraging to warrant further 
investigation. 

An extension of the previously mentioned study by 
Bell and associates to more than 300 patients with 
multiple sclerosis * to date has not revealed lasting 
benefit. The drug is said not to prevent further attacks 
of to affect the prognosis materially, though over half 

patients claim improvement during the first five 
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days of treatment. The addition of benzazoline hydro- 
chloride (priscoline hydrochloride*® or 2-benzyl-4, 
5-imidazaline hydrochloride) and nicotinic acid to the 
regimen has not provided additional effective action. 

Benzazoline Hydrochloride: Of the numerous other 
drugs in this group, benzazoline hydrochloride, an 
adrenolytic agent acting peripherally to block or depress 
reflex vasopressor responses and said to be valuable in 
the treatment of peripheral vascular disorders, has been — 
mentioned as a potentially useful agent in multiple 
sclerosis. This compound has extremely complex 
pharmacodynamic relationships, in some actions (in 
the experimental animal) resembling sympathomimetic 
agents, in others histamine and acetylcholine and in still 
others the sympatholytic substances. Results of its use 
in multiple sclerosis have not been reported, except as 
already noted. 

In connection with the use of compounds blocking 
vasoconstriction, either at the ganglion or peripherally, 
it is of interest that sympathectomy in the treatment 
of multiple sclerosis ** has not led to conclusive results. 

Thus, despite the wide application of vasodilator 
therapy in one form or another, there is a lack of con- 
clusive data regarding its efficacy in the long term 
management of the disease or in bringing about perma- 
nent improvement. Although the use of such substances 
has a theoretical justification, there is no evidence to 
date to warrant the anticipation of predictable results. 


ANTICOAGULANTS 

Putnam, McKenna and Morrison * called attention 
to the possible role of venular thrombosis in the central 
nervous system as the primary lesion in the patho- 
genesis of the lesions in multiple sclerosis in 1931." 
In a long series of studies, experimental and patho- 
logic,'® Putnam and his collaborators have offered 
evidence that plaques arise as the result of venular 
thrombosis. The clinical application of this hypothesis 
became possible with the development of dicumarol® 
as a_ therapeutically effective anticoagulant drug. 
The first report of its use by Reese ** in 1944 in 28 
patients treated up to six months showed equivocal 
results. The conclusion was that the benefits derived 
were insufficiently good to justify continuance of the 
therapy. A later criticism by Putnam‘ of this work 
was to the effect that wide fluctuations in the pro- 
thrombin levels occurred in Reese’s patients and that 
relapses seemed to occur when the prothrombin time 
was close to the normal level. 





13. Koch, C. F., and de Savitsch, E.: Surgical Treatment of Dis- 
seminated Sclerosis by Sympathectomy and Ganglionectomy: Technique by 
Afiteyior Approach, Brit. M. J. 1: 1254, 1938. 

14. Putnam, T. J.; McKenna, J. B., and Morrison, L. R.: Studies in 
Multiple Sclerosis: I. The Histogenesis of Experimental Sclerotic Plaques 
and Their Relation to Multiple Sclerosis, J. A? M. A. 97:1591 (Nov. 
28) 1931. 


15. Putnam, T. J.: The Pathogenesis of Multiple Sclerosis: A Possible 
Vascular Factor, New England J. Med. 209: 786, 1933; Studies in 
Multiple Sclerosis: IV. ‘“‘Encephalomyelitis’” and Sclerotic Plaques Pro- 
duced by Venular Obstruction, Arch. Neurol. & Psychiat. 33: 929 (May) 
1935; Evidences of Vascular Occlusion in Multiple Sclerosis and “Ence- 
phalomyelitis,” ibid. 37:1298 (June) 1937; Lesions of ‘“Encephalo- 
myelitis” and Multiple Sclerosis: Venous Thrombosis as the Primary 
Alteration, J. A. M. A. 108: 1477 (May 1) 1937. Putnam, T. J., and 
Adler, A.: Vascular Architecture of the Lesions of Multiple Sclerosis, 
Arch. Neurol. & Psychiat. 38:1 (July) 1937. Putnam, T. J., 
Alexander, L.: Tissue Damage Resulting from Disease of Cerebral Blood 
Vessels, A. Research Nerv. & Ment. Dis., Proc. (1937) 18: 544, 1938. 
Hoefer, P. F. A.; Putnam, T. J., and Gray, M. G.: Experimental 
“Encephalitis” Produced by Intravenous Injection of Various Coagulants, 
Arch. Neurol. & Psychiat. 39: 799 (April) 1938. Putnam, T. J., and 
Alexander, L.: Disseminated Encephalomyelitis: A Histologic Syndrome 
Associated with Thrombosis of Small Cerebral Vessels, ibid. 41: 1087 
(June) 1939. 

16. Reese, H. H.: Disseminated Sclerosis and Dicumarol Therapy,. Tr. 
Am. Neurol. A. 70: 78, 1944. 
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A more extensive study of anticoagulant therapy 
by Putnam and his associates was reported in 1947."" 
Of 43 patients treated 27 were in the category of those 
with remissions and 16 classified as steadily progres- 
sive. In the 27 with a remissive course the disease 
became static during treatment in 23. Four patients 
are excluded because of difficulty in maintaining the 
therapeutic regimen. In the 16 with steadily progres- 
sive disease 9 continued to show progression and 7 
remained static (i.e., there was no improvement in 
any). A statistical evaluation of effective therapy was 
made in terms of patient years. The total number of 
patient years prior to and after treatment was calcu- 
lated. The number of outbreaks of fresh symptoms 
within the total number of patient years before treat- 
ment was contrasted with that after treatment. Thus, 
the 43 patients represented a total of 222 patient years 
with 94 outbreaks, or 0.6 per year per patient prior to 
treatment. The same group represented a total of 66 
patient years after treatment was begun, and in these 
there were no fresh outbreaks. 

The following criticism is made of the validity of this 
statistical analysis: The number of patient years as an 
aggregate figure for the treatment period is without 
significance because it does not take into account the 
duration of treatment periods without relapse in indi- 
vidual patients. To be significant it would be neces- 
sary to exclude individual patients whose duration of 
therapy was less than a minimal acceptable time, for 
example, 1.5 years, in view of the known spontaneously 
occurring remissions of this duration and longer. Thus, 
the 66 patient years alluded to for 43 patients could 
mean that each patient was under treatment for 1.5 
years, since this figure represents the average duration 
of treatment per patient. If this were true it might 
represent an acceptable duration of observation under 
treatment for each individual making up the 66 patient 
years. However, the same figure of 66 patient years 
for 43 patients could also break down to mean that 2 
patients were treated for six months, 6 for nine months, 
8 for twelve months, 10 for fifteen months, 8 for 1.5 
years, 4 for two years, and 5 for four years. In such 
a distribution, if eighteen months was accepted as the 
minimal acceptable duration for determining the effects 
of therapy, only 17 of the 43 patients could be included 
in a statistically valid study, whereas 26 of the 43 would 
have to be excluded. 

Closely related to this criticism is the fact that if one 
calculates the average interval between outbreaks per 
patient instead of the reverse (as was done, namely, the 
outbreaks per patient per year prior to treatment, given 
as 0.6 per patient year but actually only 0.4 per patient 
year) one finds an average interval of 2.3 years between 
outbreaks per patient prior to treatment. Instantly one 
is struck by the fact that the average interval between 
outbreaks prior to treatment is longer than the average 
period of observation for each patient after treatment 
was begun, during which time it is cited that no out- 
breaks occurred (that is, 2.3 years compared to 1.5 
years). Further, onsets of illness are included in the 
number of “fresh outbreaks” in analyzing the pre- 
treatment status but not the post-treatment status. 
Thus the 94 fresh outbreaks prior to treatment really 
represent 51 relapses if the 43 initial onsets are sub- 





17. Putnam, T. J.; Chiavacci, L. V.; Hoff, H., and Weitzen, H. G.: 
Results of Treatment of Multiple Sclerosis with Dicoumarin, Arch. Neurol. 
& Psychiat. 57:1 (Jan.) 1947. 
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tracted. The number of outbreaks after treatment in 
all 43, namely, zero, obviously does not include the 
onset. With 51 as the actual number of relapses after 
the onset of illness and before treatment, the figure for 
the average duration of interval between outbreaks jn 
220 patient years prior to treatment actually becomes 
4.3 years as compared with the actual period of obserya- 
tion under treatment, namely, 1.5 years. It is granted 
that the revised analysis includes both the chronic and 
remitting patients. However, there was no separation 
of these by the authors in their analysis and therefore 
no way of evaluating the results of treatment in the 
remittent types alone. It is suggested, therefore, that 
the results of anticoagulant therapy of multiple sclerosis 
by dicumarol® are inconclusive (though a later sur- 
vey of the same series, which has since been extended, 
is said to confirm the earlier results '™). In addition, 
the practicability of such treatment over a long term, 
or for life, is open to question. 

A patient recently under observation ** was main- 
tained continuously on daily dicumarol® therapy after a 
seventh acute episode of multiple sclerosis from which 
he largely recovered. During the course of steadily 
maintained elevated prothrombin times, which were fre- 
quently determined at regular intervals, the patient had 
at the end of the year his eighth and most severely 
incapacitating episode of multiple sclerosis. On admis- 
sion to the hospital his prothrombin time was 41 sec- 
onds. This failure resembles the one reported by 
Putnam * of severe relapse with transverse myelitis in 
a patient receiving adequate dicumarol® therapy with 
a prothrombin time of 42 seconds. 


In regard to the theory of pathogenesis on which the 
rationale of this treatment is based, it should be stated 
that the postulated abnormality in the clotting mecha- 
nism of the blood has not been substantiated by the 
clear demonstration of a defect in persons with multiple 
sclerosis who are otherwise normal. The evidence cited 
to support a blood-clotting disturbance is indirect and 
inconclusive.*® The scope of this survey does not per- 
mit the critical analysis, published elsewhere,’ which 
may be made of the latter data. In addition, local pre- 
disposing factors in vein walls capable of precipitating 
the intravenous clotting of the hypothetically abnormal 
blood at certain points and not others have not been 
conclusively shown. It would appear, therefore, that 
the essential criteria for proof of an abnormal clotting 
mechanism causing scattered local thromboses are 
lacking. Another explanation for the occasional pres- 
ence of venular thrombosis within the plaques of mul- 
tiple sclerosis may be that it is an effect or concomitant 
feature of the primary lesion rather than the cause of 
it. A recent study of 50 cases of multiple sclerosis 
failed to reveal evidence of thromboses within or near 
the lesions.*° 

CIRCULATORY, STIMULANTS 


In 1949 Scheinker ** stated a hypothesis regarding 
the genesis of multiple sclerosis and suggested a thera 
peutic regimen based on it. His conception of the basic 
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disturbance causing the central nervous system lesions 
was expressed as “vasoparalytic vascular phenomena 
which lead to stasis and thrombosis of small cerebral 
yeins and capillaries.” The evidence for this theory 
will not be given here except to say that it is based 
exclusively on the analysis of the microscopic appear- 
ance of histologic sections. On the basis of this concept 
it is stated that the goal of therapy was elevation of 
blood pressure and stimulation of circulation to counter- 
act the vasoparalytic phenomena. With this in mind 
various drugs were employed, including ephedrine, 
caffeine, alcohol and adrenocortical substances such as 
adrenal cortex extract and desoxycorticosterone acetate. 
Though these drugs were recommended enthusiastically 
the only statement of effects was that they appeared “in 
some cases to give satisfactory results.” It should be 
said that the primary effects of these drugs were not 
measured in the patients treated (based on their known 
pharmacodynamic actions) nor the criteria given for 
determining the ultimate benefit on the disease process 
itself. Other than that 40 cases were observed, figures 
or statistics were not given. Neostigmine was also 
highly recommended and will be discussed later under a 
separate heading. In commenting on this work Aring * 
stated that caffeine has multiple effects including cere- 
bral vasoconstriction and that the main effect of alcohol 
is peripheral vasodilatation without significant change 
in blood pressure in moderate doses. He indicated that 
it was not possible to know what the agents used 
accomplished pharmacologically and that their effects 
were perhaps psychotherapeutic. 


VITAMINS 


The use of thiamine hydrochloride intraspinally in 
28 patients with sixteen different conditions, including 
2 patients with multiple sclerosis, was reported by 
Stern ** in 1938. Improvement was noted in all patients. 
The 2 patients with multiple sclerosis, it was said, “felt, 
ate, walked and talked better,” had better motion 
in their joints and limbs, and in one the diplopia 
disappeared. Satisfactory criteria, controls or follow-ups 
are not given. Improvement is reported also in such 
conditions as inoperable carcinoma, thromboangiitis 
obliterans, cardiac decompensation, Paget’s disease and 
multiple neurofibromatosis. 


_In reviewing the reports of vitamin therapy in the 
literature Kabat ** found that Goodall and Slater *° fed 
liver to 5 patients for’seven months, reported encourag- 
Ing results and suggested that multiple sclerosis might 
be a deficiency disease. Moore ** in 1940 noted objec- 
tive improvement in 5 patients treated with nicotinic 
acid and thiamine hydrochloride, but the gains were not 
permanent. A detailed analysis of this work is given 
below. Travnik ** in 1943 observed no objective or 
subjective improvement in multiple sclerosis from the 
use of nicotinamide. Furthermore, Siegel, Putman 


_—_—_— 
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and Lynn ** had found in 1941 on the basis of panto- 
thenic acid blood level determinations in multiple scle- 
rosis that there was no evidence of vitamin B deficiencies 
in these patients; they concluded that the theory of 
vitamin B deficiency in multiple sclerosis was doubtful. 
Meller *® found that 12 cases of multiple sclerosis 
showed no response to intensive vitamin E therapy. 
In reviewing the criteria for effective therapy in multiple 
sclerosis in 1939, Putnam? referred to 10 patients 
treated by him between 1928 and 1930 with high vita- 
min diet and injections of liver extract. He reported 
no tangible change in the status of any. Later treat- 
ment of 6 patients with vitamin therapy suggested that 
they were subjectively better but not protected against 
relapses. 


In analysis of Moore’s results,** referred to previ- 
ously, 5 cases of advanced multiple sclerosis in which 
many forms of therapy had been used without apprecia- 
ble benefit were treated by intramuscular injection of 
nicotinic acid (120 mg.) and thiamine hydrochloride 
(33 mg.) three times a week. Intense vasodilatation 
of the skin occurred in all cases. Regression or cessa- 
tion of symptoms took place in all cases during treat- 
ment. All patients “noted subjective improvement in 
bodily movements,” spasticity decreased and power 
increased. However, none showed significant change 
in objective neurologic signs, i. e., in disturbance of 
coordination or speech or in sensory and reflex changes. 
This was explained as being due to the fact that all 
cases were of the advanced type. The effect on early 
cases was not determined. The varicus types of therapy 
used in these patients prior to the administration of 
nicotinic acid were reviewed. Among these hyper- 
pyrexia seemed to have produced temporary improve- 
ment in 4 of 5, but in no case did it lead to a remission. 
The rationale for the beneficial effect of nicotinic acid 
was said to rest on the increased blood flow in the cen- 
tral nervous system brought about by this drug. Evi- 
dence for this effect obtained experimentally by Moore 
was (1) increase in skin temperature as measured by 
thermocouples, (2) rise in cerebrospinal fluid pressure 
in 2 cases and (3) vasodilatation in the brain and 
spinal cord of the cat, visually and photographically. 
He referred to the “favorable” results due to vasodila- 
tation and increased blood flow of the brain and spinal 
cord as stated in three reports of sympathectomy and 
ganglionectomy. He stated that “the beneficial effects 
of vasodilatation and increased blood flow achieved by 
fever therapy and sympathectomy can be obtained by 
nicotinic acid without the difficulties, complications and 
dangers incident to these methods.” The possible addi- 
tional role of nicotinic acid as a vitamin contributing a 
biocatalytic action to coenzyme systems was mentioned. 
The role of thiamine hydrochloride in carbohydrate 
metabolism of the central nervous system led to its 
empiric use with nicotinic acid in this study. It is 
obvious that the same difficulties arise in the interpre- 
tation of these results as have been stressed in the 
foregoing review of vasodilators, though the use of 
nicotinic acid as an effective vasodilator would appear 
to rest on a sound basis. 





28. Siegel, L.; Putnam, T. J., and Lynn, J. G.: Blood Pantothenic 
Acid ba in Multiple Sclerosis, Proc. Soc. Exper. Biol. & Med. 47: 
362, 1 . 


29. Meller, R. L.: Evaluation ‘of Vitamin E in the Treatment of 
Multiple Sclerosis and the Progressive Muscular Atrophies, Journal-Lancet 
@1: 471, 1941. 
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A recent report by Dowd ® suggesting the value of 
vitamin E in multiple sclerosis cannot be interpreted 
because of the concomitant use of numerous other mea- 
sures (including vitamin B complex, liver extract, 
ascorbic acid (vitamin C), antispasmodic drugs and 
physical therapy). A combination of fat soluble vita- 
mins (A, D, E and K) together with the administration 
of ammonium chloride and the ingestion of increased 
amount of animal fat has been tried by another investi- 
gator to counteract the alleged excessive lipolytic or 
myelinotic activity said to be responsible for demyelina- 
tion in persons with multiple sclerosis.*' The results 
of this therapeutic trial do not warrant definite con- 
clusions. 

Vitamin B,,. which has recently come into promi- 
nence as an effective agent in treating pernicious anemia 
and its neurologic complications, is at present under 
investigation in connection with multiple sclerosis. It 
is as yet too early to come to conclusions regarding its 
ultimate value. In chronic progressive or moderately 
advanced types of multiple sclerosis, massive doses of 
30 micrograms of vitamin B,, intramuscularly per day 
have produced no striking beneficial effects after up to 
six months of therapy. In this study ** patients with 
acute, massive, demyelinating episodes have shown no 
definite response to the injection of 1,000 micrograms 
of vitamin B,, daily for three to four weeks. 

Under the heading of vitamins, Putnam’s comments * 
on nutrition in general are appropriate. He stated: 


It is well known that recovery from traumatic lesions of the 
cord are dependent on a good general state of nutrition and 
absence of infection. This is also true of other lesions of the 
nervous system. The most sensitive tissue of the body, which 
responds to minute physical and chemical stimuli and can 
function normally only within a small range of oxygen supply, 
available glucose and specific enzyme systems, is also dependent 
on approximately normal nutrition for growth and repair. 


DRUGS AIMED AT MODIFYING ALLERGIC STATES 

Brickner ® stated in 1948 that allergens may precipi- 
tate attacks in allergic patients with multiple sclerosis, 
a point previously stressed by Kennedy.** Baer and 
Sulzberger “' found that the incidence of atopy was not 
significantly higher in patients with multiple sclerosis 
than in average populations. The clinical evidence 
cited to support the role of allergic reactions in the 
pathogenesis of multiple sclerosis is inconclusive.° 
Experimental evidence indirectly supporting the con- 
cept of tissue hypersensitivity in the pathogenesis of 
the lesions in multiple sclerosis is found in the numerous 
studies starting with Rivers and Schwentker * in 1935 
and appearing in increasing numbers in recent years; 
these studies show the production of disseminated 
demyelinating lesions in animals after repeated injec- 
tions of homologous or heterologous emulsified brain 
tissue, with or without adjuvants. 





30. Dowd, G. D.: Massive Dosage of Alpha Tocopherol in Alleviation 
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31. Crane, J. M.: Treatment of Multiple Sclerosis with Fat-Soluble 
Vitamins, Animal Fat and Ammonium Chloride, Connecticut M. J. 14: 40, 
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32. Schumacher, G. A., and Bortin, A. W.: Effect of Vitamin Biz on 
Multiple Sclerosis, to be published. 

33. Kennedy, F.: Allergic Manifestations in the Nervous System, New 
York State J. Med. 36: 469, 1936. 

34. Baer, R. L., and Sulzberger, M. B.: Role of Allergy in Multiple 
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J. Exper. Med. @1: 689, 1935. 
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The management of patients with multiple sclerosis 
by investigating specific food and other allergen sensj- 
tivities and by the employment of desensitization injec- 
tions has been reported.** The application of appropriate 
elimination diets is outside the province of this survey. 
It may be stated, however, that although beneficial 
results have been reported from both these lines of 
therapy, the validity of the conclusions is impaired by 
the use of adjuvant measures and inadequate controls, 

Putnam‘ in discussion of Horton's attempts to 
desensitize patients by means of repeated injections of 
histamine recently cast doubt on the value of histamine 
as a treatment for allergy. He felt that adequately 
extensive series of cases had not been reported and 
referred to the occurrence of relapses in cases described 
in the literature and personally observed by him. The 
use of histamine not as a vasodilator but as an allergen 
to which the patient could be desensitized by daily 
subcutaneous injections (thereby affording protection 
against the “allergic” lesions of multiple sclerosis pre- 
sumed to result from local release of histamine), has 
been implied by some but rests on false premises.” 
The use of antihistaminic agents (diphenhydramine, 
tripelennamine and antazoline hydrochloride [antistine 
hydrochloride*]) has resulted in no statistically valid 
reports of their effects. 


MISCELLANEOUS AGENTS 


Cytochrome C, an oxygen-transporting enzyme which 
has been employed with equivocal results in cases of 
amyotrophic lateral sclerosis, recently was employed in 
treating multiple sclerosis by Roizin and others.** On 
the basis of pervious investigations and histometabolic 
and neurologic observations in human beings and in 
experimental demyelinization, three groups of patients 
with multiple sclerosis were subjected to combined 
cytochrome C, vitamin and dicumarol® therapy. The 
effect of cytochrome C in this study would be difficult 
to evaluate in view of the concomitant use of other 
measures. 

Trypan red, a vital dye, has been suggested for the 
treatment of multiple sclerosis. On the basis of the 
rationale for its use in the treatment of amyotrophic 
lateral sclerosis, as stated by Aird ** in 1948, and from 
a review of the results in this disease it would not appear 
that this form of therapy has much promise. 


Vaccines have been used frequently in the treat- 
ment of multiple sclerosis, both for their alleged specific 
value and as a means of fever therapy. There is no 
satisfactory evidence in the literature to suggest that 
vaccines have any value. The numerous reports con- 
cerning these were summarized by Brickner in 1936’ 
A single case report of a patient with recurrent retro- 
bulbar neuritis resembling but not reported to be multi- 
ple sclerosis indicated a permanent cure following the 
use of autogenous vaccine derived from a pa 
sinus pure culture.*° 





36. Jonez, H. D.: Multiple Sclerosis: Treatment with Histamine aad 
d-Tubocurarine, Ann. Allergy @: 550, 1948. 

37. Cooke, R. A., and others: Allergy in Theory and Practice, Phila 
deiphia, W. B. Saunders Company, 1947. : 

38. Roizin, L.; Friedman, A.; Harter, H. M., and Abel, H. Ay 
Cytochrome ‘C, B-Vitamins Combined with Dicumarol in Treatment 
Multiple Sclerosis, read before the American Academy of Neurology 
June 1949. . 

39. Aird, R. B.: Trypan Red Therapy of Amyotrophic Lateral es 
Preliminary Report, Arch. Neurol. & Psychiat. 59: 779 (June) 
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DRUGS AIMED AT SYMPTOMATIC RELIEF 


pRUGS CLAIMED TO ALLEVIATE MUSCLE SPASTICITY 

Quinine—Brickner’s original suggestion regarding 
the use of quinine to counteract spasticity was modified 
by him in 1948,° when he stated that it was not espe- 
cially effective. However, he referred to Jelliffe’s 
opinion that some good effects might be due to a direct 
quinidine-like effect on muscles. 

Neostigmine—The earliest reports of neostigmine 
used as a muscle relaxant were by Kabat and Knapp *' 
in 1943 in connection with the study of 70 cases of 
poliomyelitis. The alleged muscle spasm in_ these 
patients was said to be due to internuncial neuron lesions 
in the spinal cord. Postmortem study showed that 
inflammation was present about these lesions in every 
case, whereas the anterior horn cells were involved in 
only 60 per cent of the cases. One patient with severe 
spasm had practically no anterior horn involvement, 
but the internuncial neurons were severely involved. 
In experimental dogs localized internuncial neuron 
lesions led to hypertonus of skeletal muscles similar 
to that in poliomyelitis. It was concluded therefore, 
that muscle hypertonus and proprioceptive reflex hyper- 
irritability could be considered release phenomena 
resulting from the removal of inhibition from the 
anterior horn cells due to synaptic disorganization. 
This is the basis on which all subsequent trials of 
prostigmine in states of muscle spasticity rests. It is 
of interest in this connection that the concept of muscle 
spasm in poliomyelitis has been challenged by Pollock 
and his co-workers,** who found no instance of spasm 
in 9,144 muscle examinations in 670 muscle groups in 
30 patients with poliomyelitis. 

Later studies by Kabat and his co-workers ** were 
reported to show that in the treatment of spastic paraly- 
sis, neostigmine relaxed spasticity and facilitated 
recovery of voluntary innervation in hemiplegia from 
cerebrovascular accidents and in cerebral spastic palsy. 
The improvement was said to be maintained after the 
drug was stopped. Combined with intensive muscle 
teeducation, the process of recovery of function in 
spastic paralysis of long duration was “strikingly 
accelerated.” In reviewing the experimental work on 
the inhibitory action of neostigmine, Kabat stated: “It 
is evident that neostigmine has a powerful effect on the 
central nervous system by its action on synapses. All 
available evidence indicates that the action is by virtue 
of its ability to inhibit cholinesterase. It appears likely 
that the inhibitory and facilitating effects of neostigmine 
observed in various types of neuromuscular dysfunction 
(excluding myasthenia gravis) are the result of the 
central action of the drug.” Critical comment regard- 
ing this concept is given later herein. 

In view of the alleged beneficial results in other 
conditions of nervous system disease, the effectiveness 
neostigmine and intensive muscle reeducation was 
mvestigated by Kabat in chronic multiple sclerosis with 
Spastic paralysis.** Twenty-nine patients with chronic 
—— 

41. Ka , . aE 
Tat of Policmpeltia, p AM. A. 1282589 (Aug. 1983 
ply ms ve ae ere? at on . Cot, 5 ie, F.; 
Sherman, i. C.: Absence ‘of ‘Spasm During Onset of ‘Paralysis’ in Acute 
Anterior Poliomyelitis, Arch. Neurol. & Psychiat. @1: 288 (March) 1949. 

43, Kabat, H.: Studies on Neuromuscular Dysfunction: VI. Neostigmine 
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: IX. Neostigmine Therapy of Chronic Spastic Paralysis from 
Cerebral Lesions, J. Nerv. & Ment. Dis. 103: 107, 1946. 
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multiple sclerosis with an average duration of ten years 
were thus treated over a period of few months to two 
years. All had moderate to severe spastic paralysis ; 19 
had cerebellar intention tremor; 18 had bladder diffi- 
culties, and 21 had impairment of deep sensibility in 
the lower extremities. Daily increasing doses of the 
drug were given reaching a maximum daily total of 
2 to 3 mg. parenterally and 15 to 30 mg. by mouth 
three times a day. The reported effects were relaxation 
of spasticity, facilitation of voluntary innervation, 
decrease in intention tremor, improved coordination, 
decreased fatigability and improvement in the control 
of urination. Muscle reeducation was carried out daily 
by specially trained physical therapists. The program 
called for great physical exertion on the part of the 
patient and routinely resulted in fatigue. Aside from 
the reported change in specific dysfunctions previously 
noted, there was no change in neurologic signs and no 
suggestion of remissions. Rigid criteria are not applied 
and no detailed statistics are given. Though it is stated 
that improvement occurred in most cases in a few 
months it is admitted that it would require many 
months, and in severe cases years, of intensive therapy 
to attain a level of function high enough for effective 
rehabilitation. 

In commenting on Kabat’s work Schlesinger ** 
pointed out the unliklihood of the therapeutic effective- 
ness of neostigmine by showing that the same condi- 
tions as in the original experimental investigation of 
pharmacodynamic action of neostigmine in animals did 
not obtain in the clinical application to patients. In the 
animal experiments (with the circulation to the limbs 
cut off) intravenously given neostigmine resulted in 
depression of the knee jerks, thus indicating a depres- 
sant action on reflex centers of the spinal cord. The 
amount used intravenously in animals to produce the 
depressant effect (0.5 to 3.0 mg.) would in comparable ° 
amounts for human beings lead to toxic peripheral 
depressant effects (curare-like). Whereas Kabat 
claimed results from oral and intramuscular adminis- 
tration of neostigmine, according to the earlier work 
only the intravenous administration could produce a 
central nervous system depressant effect. Schlesinger 
concluded that the results of these animal experiments 
were not applicable clinically and that there was insuffi- 
cient evidence to explain the reported effects of neo- 
stigmine on neuromuscular conduction in the various 
syndromes described as benefited by Kabat. 

In the report by Scheinker *' a “striking myasthenia- 
like fatigability of skeletal muscle was an extremely 
frequent complaint of most patients’ in a series of 
40 cases observed. ‘Excellent results’’ are claimed in 
a number of cases with “generous administration of 
neostigmine.” This therapy is said to have provided 
“tremendous help in combating increased fatigability, 
in relaxing spastic muscles and in facilitating voluntary 
innervation.” As in Kabat’s report, the conclusions are 
impaired by the statement that the best effect was 
obtained by supplementing the drug therapy with muscle 
exercises. This study gave no accurate criteria for 
gaging the effects of the drug on individual patients, no 
statistical evaluation of improvement and no satisfactory 
scientific explanation for the action of neostigmine. In 
commenting on this study Aring ** stated that the 
pharmacodynamic action in this situation was poorly 





44. Schlesinger, E. B.: Curare: A Review of Its Therapeutic Effects 
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understood and that the benefit probably depended on 
a mild analgesic action of the drug. He doubted the 
value of neostigmine in disorders other than myasthenia 
gravis. 

A controlled clinical study on the value of neo- 
stigmine and trimethadione (tridione*) on spasticity 
in disease of the central nervous system was reported 
by Denker and Kaplan*® in 1947. In_ 50 cases of 
spastic and rigid states, including 6 due to multiple 
sclerosis, the results in the amelioration of spasticity or 
rigidity from the daily use of neostigmine showed that 
only 3 patients benefited, and these slightly. None of 
the 6 patients with multiple sclerosis was improved. 
When trimethadione was used only 5 of the total were 
improved, including 1 of the 6 patients with multiple 
sclerosis. The evaluations were carefully made in each 
individual case on the basis of eight criteria. The 
conclusion was reached that neither neostigmine nor 
trimethadione exerted a significant effect on muscle 
spasticity in 50 cases of various neurologic disorders 
with demonstrable increase in muscle tonus. It was 
proposed that the hypothesis for central action of neo- 
stigmine was based on inconclusive evidence and that 
its main action was on the neuromuscular junction. 
It was pointed out that this type of action would not be 
expected to relieve spasticity based on lesions in the 
pyramidal or extrapyramidal tracts in the nervous 
system. The previously reported favorable results were 
thought to reflect the effects of concomitant physical 
therapy. Two additional carefully controlled investi- 
gations on the value of neostigmine in spastic states 
contradict the previously stated favorable effects.*® 

Curare.—The relief of spasticity in 11 cases of spinal 
cord injury through the use of intramuscular injections 
of d-tubocurarine chloride in peanut oil-white wax mix- 
ture is reported by Schlesinger ** in 1946. Spasticity 
* was diminished in all patients. Four illustrative case 
reports are given to substantiate this. It is emphasized 
that the beneficial effect on patients with some voluntary 
function masked by spasticity seemed more dramatic 
than the effects seen in persons with total paraplegia. 
The alleged principle on which use of the drug is 
based ** is that of partial blocking of motor impulses at 
the myoneural junction, merely relaxing muscles with- 
out weakening or paralyzing voluntary power of con- 
traction. The goal stated is to saturate the patient 
with curare to the point of interfering with stretch 
reflex activity but not reducing voluntary function. 
Thus, the unmasking of voluntary power is said to lead 
to increased motor efficiency. In spastic paraplegia 
the drug was found to: (1) reduce mass movements 
leading to the healing of decubiti and the prevention of 
sudden expulsion of urine; (2) prevent contractures; 
(3) permit active physical therapy without acceleration 
of reflex spasm, and (4) avoid deformity and atrophy, 
enhancing rehabilitation (in paraparesis). The dosage 
was determined by clinical observation, the amount used 
being that most efficient short of loss of voluntary motor 
power. The usual dose was 1.0 + 0.25 cc. of an oil-wax 
preparation containing 175 units per cubic centimeter 
about every seventy-two hours. 





45. Denker, P. G., and Kaplan, L. I.: Results of Prostigmine and 
Tridione Therapy in 50 Cases of Spastic Neurological Disorders, Bull. 
New York Acad. Med. 23: 472, 1947. 

46. Teitelbaum, H. A., and Vyner, H. L.: Neostigmine Methylsulfate 
Therapy in Hemiplegia, Arch. Neurol. & Psychiat. 62:93 (July) 1949. 
Perlstein, M. A., and Barnett, H. E.: Neostigmine Therapy in Cerebral 
Palsy: A Critical Evaluation, J. A. M. A. 142: 403 (Feb. 11) 1950. 

47. Schlesinger, E. B.; Use of Curare in Oil in Treatment of Spasticity 
Following Injury of Spinal Cord, Arch. Neurol. & Psychiat. 55: 530 
(May) 1946. 
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It is not generally agreed that the amount of curare 
required to attain the recommended goal, namely 
“that short of loss of voluntary motor power,” is iff. 
ciently free of the risk of the potential complication of 
respiratory or deglutitory paralysis to warrant its 
eral or prolonged use in chronic spastic paraplegia dye 
to multiple sclerosis or that the goal of relaxation 
of spasticity without loss of voluntary muscle power 
is attainable, in view of the known site of action of 
the drug (the motor end plate of muscle fibers). 
Schlesinger admitted the need for (1) a clarification of 
the mode of action of the drug at the myoneural june- 
tion, (2) an elucidation of the central versus peripheral 
effects, (3) knowledge of the relationship to the anti- 
cholinesterases and (4) a method of assaying blood 
levels. 

In contrast to the favorable results from curare 
reported by Schlesinger, Kuhn and Bickers found 
curare ineffective in the management of spasticity and 
spasms in a controlled series of paraplegic patients, 
In a later study Nathanson and co-workers ** found that 
d-tubocurarine chloride in peanut oil and white wax 
in dosage ranging from 0.5 to 3.0 cc. intramuscularly 
for an average of six doses afforded no improvement 
in active motion, passive motion or functional use in 
chronic spastic muscle states due to disease of the 
central nervous system in 16 patients, including 7 
with multiple sclerosis. 

Mephenesin.—The use of mephenesin (3-ortho-toloxy- 
1,2-propanediol) in conditions of muscle spasticity and 
rigidity came into prominence in 1948, though the drug 
was previously reported of use for preoperative relaxa- 
tion. The fundamental pharmacologic studies in ani- 
mals and the earlier clinical applications were by the 
intravenous route. Its efficacy by oral administration 
was originally in dispute but seems now to be receiving 
some confirmation. According to Berger ** the return 
of function in spastic paralysis following the use of this 
drug is due to its property of reducing exaggerated 
reflexes to normal without affecting normal reflexes. 
The favorable effect in spastic diplegia is said to be 
due to the depressant action of the drug on the nuclei 
of the brain stem. 

In a clinical study Berger and Schwartz °° cited the 
good effects obtained from 1 Gm. oral doses of a solu- 
tion of the drug in a variety of spastic, rigid and 
hyperkinetic states. These benefits are reported to have 
been substantiated by electromyography, but statistics 
are not given. Significant side reactions did not occur. 
The fact that this form of the drug was well a 
after ingestion was confirmed by the appearance of 
products of the drug’s metabolism in the urine. The 
types of cases improved were hemiplegia, — 
diplegia of both the spastic and choreoathetotic types, 
parkinsonism (both tremor and rigidity) and states 
painful muscle spasm. It was said to be ineffective 
when contracture was present, as for example in 
ple sclerosis. The work lacks statistics, con 
criteria for individual evaluation. 





47a. Kuhn, R. A., and Bickers, D. S.: An Evaluation of Corre 


Spasticity Due to Spinal-Cord Injuries, New England J. Med. 
1948. 

48. Nathanson, M.; Lesser, S.; Gordon, G., and Gresser, N.: _ 
muscular Use of Tubocurarine in Chronic Spasticity Due to Disease ‘ 
Central Nervous fas) Further Clinical Investigation, Arch. Neurol. 
Psychiat. @0:77 (July) 1948. ’ : 

49. Berger, F. M.: The Mode of Action of Myanesin, Brit. J. Pharm 
col. 2: 241, 1947. 

50. Berger, F. M., and Schwartz, R. P.: Oral “Myanesin” ins BI 
ment of Spastic and Hyperkinetic Disorders, J. A. M. 

(June 26) 1948. 
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Schlesinger ** stated that the unique property of 
mephenesin was that it “affected” all mechanisms— 
cerebral, brain stem and cord. From clinical observa- 
tion it appeared that cell groups concerned with tremor 
and rigidity were most sensitive and those in the cord 
concerned with spasticity much less so. On the basis 
of his experience, Schlesinger stated that failure to 
obtain a worth while effect orally was the rule. By 
the intravenous route the drug had to be given rap- 
idly and significant levels maintained. The duration 
of action was brief. The longest effect was on rigidity 
and tremor (up to five hours). In spasticity the effect 
was dissipated in forty-five minutes or less. He believed 
that the drug was without practical clinical value in the 
routine treatment of spasticity in neurologic conditions, 
including degenerative disease of the brain and cord. 
He stated that “the evaluation of drug effects in chronic 
neurologic disorders is a difficult scientific endeavor 
requiring exhaustive controls and considerable passage 
of time before conclusions can be reached.” According 
to Schlesinger the only value of mephenesin was in its 
intravenous use to judge the amount of contracture 
and to relax spasticity transiently for special purposes 
such as pelvic examinations and operations. Other 
clinical applications which are listed are not pertinent 
to the present discussion. 

Gammon and Churchill * treated a variety of con- 
ditions with mephenesin intravenously and described 
the usual common side effects. Of the patients treated, 
4had multiple sclerosis. In 2 of these the intention 
tremor increased. In another 2 increase of weakness 
in the lower extremities with reduction in tone occurred. 
Comments were made regarding the site of action of the 
drug. Their conclusion was that the transitory action of 
the drug limited its therapeutic possibilities. 

Personal observations suggest that occasional patients 
with multiple sclerosis who are troubled with severe 
spasticity in the lower extremities and handicapped in 
their efforts to walk by the frequent occurrence of ankle 
clonus derive slight beneficial effects from mephenesin 
administered orally as a 10 per cent elixir when taken 
in large doses, up to 2 Gm. every: three hours, five 
times a day. 

Effron and Schultz ** studied the effects of trihexy- 
phenidyl (artane*) and mephenesin in 47 patients with 
spasticity due to various diseases of the central nervous 
system, including 6 patients with multiple sclerosis. 
Both compounds were relatively ineffective in the ame- 
lioration of muscle spasticity on the basis of the subjec- 
tive responses of patients and careful objective 
evaluation, even when dosages were of sufficient mag- 
nitude to result in undesirable side-reactions. In the 
majority of those patients in whom favorable responses 
were obtained (about half the group), the benefit was 
of slight degree. 

Bickers and his collaborators ** emphasized the diffi- 
culties encountered in the evaluation of the degree and 
Vafiations of spasticity due to spinal cord lesions and 
noted spontaneous fluctuations in symptomatology, dur- 
ing prolonged observation, in reaction to various factors. 


—, 
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Voluntary motor activity, emotional stress, pain and 
acute illness frequently augmented abnormal motor 
activity such as spasticity or increased stretch reflex 
activity. Only one third of a small series of patients 
appeared to be benefited by oral mephenesin in dosage 
of 1 Gm. five times daily for five weeks. The responses 
were unpredictable and appeared to depend in part on 
individual susceptibility. Putnam‘ apparently pre- 
ferred surgical procedures for the relief of lower 
extremity spasticity, flexion spasms or contractures in 
multiple sclerosis, when severe. 


AGENTS DIRECTED TOWARD THE RELIEF OF 
MISCELLANEOUS SYMPTOMS 
For improvement in bladder function the following 
drugs have been used with reported success by various 
authors : scopolamine, santal oil, neostigmine, methyliso- 
octenylamine (octin®), furtrethonium iodide (furme- 
thide*) and carbachol (doryl*). Too much should not 
be expected of these drugs since bladder control once 
lost as the result of lesions of the central nervous sys- 
tem cannot be expected to be regained in the true sense 
of voluntary control of function (either inhibitory or 
expulsive) by drug action. Use of chemotherapeutic 
agents and antibiotics is frequently necessary to coun- 
teract infection (genitourinary, respiratory or 
decubital). A high protein, low ash diet has been 
recommended to counteract the formation of bladder 
stones. For pain Putnam preferred surgical procedures 
(on roots, cord or brain) to drugs. For emotional dis- 
orders Lehoczky * claimed that amphetamine sulfate in 
small doses controlled spasmodic laughter and weeping 
in patients with multiple sclerosis. Dextro-amphetamine 
sulfate was found of value in depressed states occurring 
in multiple sclerosis.** Brickner and Simons ** reported 
an improvement in gait disorders with amphetamine 
sulfate. Putnam? reported no consistent beneficial 
action from the use of amphetamine sulfate, and this 
agent has not become generally accepted as an important 
symptomatic remedy in multiple sclerosis. It would 
appear dubious that drugs can materially affect bladder 
dysfunction due to lesions of the central nervous sys- 
tem or the changes in mood psychogenically or organi- 
cally determined in multiple sclerosis. 


SUMMARY AND CONCLUSION 


In summary of the drug treatment of multiple scle- 
rosis, it may be said that the outlook for cure of the 
disease by use of drugs is unpromising and that the 
outlook for symptomatic relief by drugs is less opti- 
mistic than would appear from the large number of 
reports which make claims of favorable effects. The 
claims for both types of drug therapy would seem in 
many instances to be unwarranted. Frequently the 
approach to drug therapy, with several notable excep- 
tions, has not been scientifically sound. In general the 
studies are insufficiently documented, and both rationale 
and conclusions are based on insufficient precise scien- 
tific data. Conflicting and incompatible data with 
resultant apposing theories appear in the works of 
different and the same investigators. 
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All hypotheses of effective drug action are presump- 
tive so far as they are not controlled by measurements 
of the primary pharmacodynamic action of the drug in 
the patient or so far as they rest on theories of 
pathogenesis (of lesion or symptom) which in them- 
selves are presumptive. No case of unequivocal cure 
of established multiple sclerosis is on record. No case 
of complete relief of symptoms of significant duration 
has been proved to be due to a therapeutic measure. 
No study statistically summarized advances a sufficiently 
high percentage of good results in a significantly large 
number of patients to warrant general use of the method 
in question by practicing physicians (except as a means 
of further experimental investigation). In the case of 
only some of the agents described herein would further 
experimental work appear to be indicated. 

On statistical grounds,* one of the criteria suggested 
to establish proof of the efficacy of any form of treatment 
in multiple sclerosis is an incidence rate of disability 
(in terms of walking or working) no greater than 4 
in a group of 100 patients followed for one year. 


Clinical Notes. Suggestions and 
New Instruments 


ASPIRATION OF THE HEART IN AIR EMBOLISM 


J. MANLY STALLWORTH, M.D. 
JAMES B. MARTIN, M.D. 
and 


R. W. POSTLETHWAIT, M.D. 
Charleston, S. C. 


Although air embolism is relatively rare, more frequent 
recognition of the condition has followed understanding otf 
better established physiologic concepts. Fundamentally, the two 
types of air embolism are pulmonary (venous) and arterial. 
Arterial embolism results from the entrance of air into the 
left side of the heart from the pulmonary veins or through 
septal defects, usually patent foramen ovale. The air bubbles 
escape into the systemic arteries, and the clinical manifesta- 
tions depend on the site of arterial occlusion. Since this type 
of embolism does not apply to the case reported herein, it will 
not be considered further. In pulmonary (venous) embolism 
air enters a systemic vein and is carried to the right side of 
the heart. Here the churning action of the heart on the blood 
and air forms “blood foam.” This foam may either remain 
in the heart or pass into the pulmonary arteries. The amount 
of obstruction in the pulmonary bed depends on the quantity of 
air which passed through the heart. If the air bubbles remain 
in the heart, right-sided heart failure may result, as apparently 
the “blood foam” is sufficiently compressible during systole and 
expansile during diastole to prevent adequate emptying of the 
heart. Death may therefore be due to obstruction to the outflow 
from the right ventricle, occlusion of the pulmonary arterial tree 
or a combination of the two. 

The passage of air through the pulmonary capillary bed is a 
controversial issue. Kent and Blades! observed systemic 
arteries in dogs receiving injections of air through the saphen- 
ous vein and found no gross evidence of air having passed the 
pulmonary barrier. Clinically * it has been reported that air, 
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having entered systemic veins, was found at autopsy to haye 
passed into the systemic arterial system despite the absence of 
septal defects. Parker 2» suggested the possibility of the absorp- 
tion of excessive amounts of nitrogen from the blood within 
the pulmonary artery during the increase in the intravascular 
pressure and the escape of this nitrogen into the systemic 
capillary beds similar to the action in caisson disease. 

The quantity of air necessary to cause death varies consid- 
erably. Therapeutically, 200 to 1,000 cc. of oxygen per hour 
for periods up to nine hours has been given intravenously 
without deleterious results.* In dogs, Richardson, Coles and 
Hall* gave 3,910 cc. of air in the femoral vein over a period 
of eighty-seven hours before death occurred. Kent and Blades! 
found that 1 ce. of air injected into a pulmonary vein in dogs 
was consistently fatal due to coronary artery obstruction, Ip 
contrast, by injection into the saphenous vein 8.9 cc. of air per 
kilogram of body weight was required to produce death. 
Simpson * reported 2 cases in which sufficient air entered a 
peripheral vein during attempted venesection to cause death. 
Although the amount of air was unknown, it seems unlikely 
that a large quantity would have entered the vein in the 
circumstances. 

In the treatment of air embolism prompt diagnosis and the 
cessation of entrance of air into the circulation is paramount. 
Fine and Fischman® demonstrated in rabbits that inhalation 
of 100 per cent oxygen prevented or alleviated the serious 
effects of air embolism and suggested its use in patients. Durant, 
Long and Oppenheimer? found in animals that the “mill 
wheel” murmur of intracardiac air embolism and the asso- 
ciated heart failure could be effectively combated by rotating 
the body to the left. The pool of air bubbles floated above 
the blood level and allowed increased cardiac output. Fulcher * 
suggested forcing intravenous saline solution to increase filling 
of the heart with displacement of the entrapped air. In 1885 
Senn * removed air and frothy blood from the right ventricle 
of dogs by direct puncture and aspiration and in this manner 
saved 3 of the 7 animals used. With a similar technic Good- 
ridge '" salvaged 9 of 11 dogs. Joffe and Wells"! have recom- 
mended the aspiration of air from the right ventricle in a 
patient to relieve the intracardiac obstruction. A review of the 
literature has failed to disclose mention of the actual perform- 
ance of intracardiac aspiration of air, as was carried out in 
the case reported, in the treatment of air embolism in patients. 


REPORT OF CASE 
C. L., a Negro aged 35, was admitted to the hospital Dec. 
7, 1949, seven hour's after the sudden onset of pain in the left 
flank. The pain was severe and unremitting; it radiated into 
the entire left side of the abdomen but particularly into the left 
lower quadrant. One month previously he had been hospitalized 
because of rectal bleeding. Several nodular areas, thought to 
be polyps, were removed. Histologic study showed dilated 
veins diagnosed as hemorrhoids. He was discharged after 
he received several blood transfusions in treatment of secondary 

anemia; the hemoglobin level was increased to 12 Gm. 
Examination at the time of the final admission showed nor- 
mal temperature, pulse and respiratory rate. The blood pres- 
sure was 108 systolic and 62 diastolic. Tenderness to percussion 
was present in the left costovertebral area, and moderate tender- 
ness was elicited in the left side of the abdomen. Nodules were 
felt just above the anal sphincter, and similar small, smooth, 
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firm, nontender nodules were found in the right antecubital 
fossa and the scalp. Laboratory tests showed: hemoglobin 5.5 
Gm., red blood cells 2,200,000 and white blood cells 14,800 with 
87 per cent polymorphonuclear forms. The urine was acid, 
specific gravity 1.025 and albumin was present (4 plus). Micro- 
scopic examination showed occasional coarse granular casts, 
5 to 10 white cells and 4 to 7 red cells in each high power field. 

Shortly after the patient’s admission, the blood pressure 
dropped to 60 systolic and 30 diastolic, and the usual clinical 
signs of shock were apparent. Abdominal pain increased, and 
signs of peritoneal irritation appeared. A diagnosis of intra- 
abdominal hemorrhage was made. The patient was given 1,500 
cc. of whole blood during preparation for exploratory lapa- 
rotomy. When the peritoneum was opened about 500 cc. of 
serosanguineous fluid escaped. The entire left side of the 
retroperitoneal space, with lesser extension to the right side, 
contained old and fresh blood clots forming one large hematoma 
which displaced anteriorly the upper abdominal viscera. The 
hemorrhage had apparently taken place from the area of the 
left kidney. The gastrocolic omentum and posterior peritoneum 
were opened to expose a large encapsulated blood clot. A 
portion of the wall of the hematoma was removed and a small 
amount of lymphlike fluid escaped. The wall of the hematoma 
extended into the body of the pancreas. A biopsy was taken 
from the mass and from a free lobule of the pancreas. No 
further attempt was made to explore the large retroperitoneal 
hematoma. Several identical nodules varying in size from 0.5 
to 1 cm. in diameter were found on the lesser curvature of the 
stomach: closely associated with the left gastric artery, in the 
mesentery of the sigmoid and in the mesentery of the transverse 
colon on a branch of the middle colic artery. These masses 
consisted of a capsule filled with old, dark, firm blood clots, 
and an artery was demonstrated entering into one nodule. A 
small amount of milky fluid escaped from each as it was 
incised. The abdoniinal organs and viscera were normal. The 
abdomen was then closed in layers without drainage. 

During the latter part of the procedure the blood pressure 
became unobtainable, but as the abdomen was closed the pressure 
rose to 100 systolic and 70 diastolic and respiration was satis- 
factory. Ten minutes later respiration suddenly ceased, the 
blood pressure could not be obtained, the neck veins were 
decidedly distended, the heart sounds were faint, and at one 
time heart sounds could not be heard. Epinephrine was given 
intravenously, and the blood pressure increased to 50 mm. of 
mercury systolic. The heart rhythm was totally irregular; 
the heart was thought to be in fibrillation, and at this time a 
harsh bubbling rumble was heard and a thrill noted over the 
precordium during systole. As this was thought to be due to 
air in the right heart chamber, a number 20 spinal needle was 
inserted beneath the tip of the xiphoid into the right ventricle. 
On aspiration 15 cc. of air as fine bubbles along with some 
blood was withdrawn. The syringe was tilted upward so as to 
collect the air above the blood level, and the blood was reintro- 
duced into the ventricle. This was repeated several times to 
collect the 15 ce. of air and until no more could be withdrawn. 
The harsh heart sounds decreased as the air was withdrawn 
and ceased when all air possible had been extracted. These 
bubbles escaped through the needle under pressure during sys- 
tole. The blood pressure promptly increased to 130 systolic and 
§% diastolic and remained at this level. Respiration again 

ame voluntary, and after a period of observation the patient 
Was returned to the ward in satisfactory condition. Fifteen 
hundred cubic centimeters of blood was given during the 
procedure. ‘ 

P The patient was given oxygen by nasal catheter and placed 
in Trendelenberg position for the first twenty-four hours after 
°peration. The production of bloody sputum in fairly large 
quantity developed and persisted three days. On the seventh 
Postoperative day dehiscence of the wound occurred, followed 

secondary closure with the patient under local anesthesia. 
Considerable abdominal distention after this required Levin 

€ decompression. On the eighteenth postoperative day the 
patient was better, abdominal distention was slight, and he was 
“ ma chair for a few hours. That afternoon he vomited 

feground material. During the next twenty-four hours the 
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abdomen became distended again, followed by signs of further 
retroperitoneal bleeding. His course was then rapidly down- 
hill despite supportive measures, and death occurred on the 
nineteenth postoperative day. 

Autopsy showed multiple aneurysms of vessels in the mes- 
entery, kidneys, spleen, pancreas, stomach, rectum and _ heart 
with massive retroperitoneal hemorrhage resulting from rupture 
of splenic and left kidney aneurysms. The pathologic diagnosis 
was atypical periarteritis nodosa. Examination of the heart 
showed no septal defects. No scars were found in the peri- 
cardium or right ventricular wall at the site where the aspirat- 
ing needle had been inserted nineteen days previously. No 
residual evidences of pulmonary air embolism were seen. 


COMMENT 


The sites of entry of air into the venous circulation of this 
patient seem limited to two. The clot removed from the small 
retroperitoneal vascular nodule may have opened a previously 
sealed vein, allowing the entrance of air during the increased 
respiratory efforts of the reaction period of anesthesia. Air 
might also have entered the antecubital vein as blood was 
given under pressure. This appears doubtful, however, as the 
transfusion tubing was transparent and any bubbles of air would 
have been readily recognized by the resident in surgery who 
performed the transfusion. 

Because the patient was in a state of partial vascular collapse 
during the latter part of the operation, he was kept in the 
operating room until circulatory stabilization could be obtained. 
During this period of observation he was in moderate Trendelen- 
burg position and was breathing oxygen through an endo- 
tracheal tube. The blood pressure, pulse rate and respiratory 
rate gradually approached normal, and he was considered to 
be in satisfactory condition when the sudden changes in vital 
signs appeared. The harsh “mill wheel” murmur and thrill 
detected over the entire precordial area persisted for about five 
minutes before the air was aspirated from the right ventricle. 
The persistency of the murmur may be accredited to the 
Trendelenburg position of the patient, whereby the intracardiac 
air became pooled in the apex of the right ventricle. When 
the needle was inserted into the right ventricle, dark red blood 
and small air bubbles forced the plunger of the syringe outward. 
The syringe was tilted upward in such a manner as to allow 
the air bubbles to accumulate adjacent to the plunger and the 
blood was reinjected into the heart while the air was main- 
tained above the fluid level for two reasons. One was that the 
patient had lost a great deal of blood preoperatively and it was 
believed that further blood loss in even small amounts might 
be disastrous. The other reason for reintroduction of blood 
into the right ventricle was to increase forcibly the fluid content 
within the heart chamber in order to facilitate the efficiency 
of the pumping action of the heart. 

In a report of 2 fatal cases by Joffe and Wells,'! at autopsy 
the right ventricle of 1 patient contained about 15 cc. of air 
and that of the other about 20 cc. In the case reported the 
“mill wheel” murmur disappeared concomitant with decided 
clinical improvement after 15 cc. of air was removed from the 
right ventricle. Apparently only a small amount of air is 
required to reduce the right ventricular output; in contrast, a 
much larger quantity of air may be tolerated by the pulmonary 
arterial bed before death ensues. It would seem reasonable, 
therefore, that when air has become trapped in the heart and 
cannot be aspirated, blood can be introduced directly into the 
right ventricle in an effort to displace the accumulated air 
bubbles into the pulmonary artery. Further experimental 
work is warranted along this line. 

Although this patient did show signs of pulmonary embolism 
postoperatively, no evidence of air having passed the pulmonary 
capillary barrier into the arterial circulation was found. An 
electrocardiograph made fifteen hours after operation did not 
show any changes suggestive of coronary embolism, and signs 
of disorder of the central nervous system did not appear. 


SUMMARY 


The successful aspiration of air from the right ventricle in 
a patient with venous air embolism is reported. 
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IRON DEFICIENCY 

The principal manifestation of iron deficiency is 
anemia. As has been explained in chapter V of the 
Handbook, iron deficiency is only rarely the result of an 
inadequate intake of iron; rather, it is the result of a 
loss of iron (1) by bleeding, (2) in the female by trans- 
fer of iron to the fetus and (3) in the child by failure to 
receive an adequate endowment of iron at birth. 

There are several reasons why iron deficiency anemia 
is of particular interest to physicians. First, it is proba- 
bly the commonest nutritional deficiency disease seen in 
practice. Second, in the majority of cases it is a condi- 
tioned deficiency, the result of some other disease or 
occurrence of which the physician has or should have 
knowledge and hence be forewarned concerning its 
possible occurrence. Third, it requires specific treat- 
ment with pharmaceutical iron by a physician. It 
cannot be relieved simply by diet. 

With unusual exceptions, iron deficiency occurs under 
the following conditions: 

1. In children who have failed to receive an adequate 
endowment from their mother at birth and whose 
growth and expanding blood volume require more iron 
than can be supplied by their inadequate reserve and the 
diet. Normally the mother supplies a reserve sufficient 
for such growth, in part by a small store of iron in the 
liver and a larger amount indirectly from the breakdown 
of excess hemoglobin during the first two and one-half 
to three months, much of which is in turn stored in the 
infant’s liver. A diet poor in iron may contribute to 
the occurrence of such an anemia but is not ordinarily 
the principal cause. However, the store is depleted 
sooner with illness. The anemia usually appears in the 
latter part of infancy, at the end of the milk diet period, 
which is low in iron and which the normal infant goes 
through without anemia because of his reserve. Cur- 
rent practice in feeding provides dietary supplements 
as early as the second or third month; hence “milk 
anemia’ now occurs only in babies who have not had 
suitable supplements and is usually most severe at the 
end of the first year. The severer the deficiency at 
birth, the earlier the anemia appears, and a progressively 
diminishing reserve of the mother may be reflected 
in increasing anemia (microcytosis) of successive 
children.’ 

2. In women who have yielded excessive amounts 
of iron to their children and commonly in women who 
have had multiple pregnancies, usually in rapid suc- 
cession. The iron deficiency and anemia may be 
exaggerated by blood loss and by a diet poor in iron, 
though the latter is not a primary factor. 
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3. In persons who have lost blood. Women in the 
age period from the onset of menses to the menopause 
make up the largest number in this group because of 
blood loss at menstruation, including abnormal men- 
struation (menorrhagia and metrorrhagia), and loss of 
blood at childbirth. These losses, and the loss to the 
fetus, exaggerate each other in a reciprocal fashion 
as previously indicated. In addition, women are subject 
to the other forms of blood loss which are the causes 
of the iron deficiency in male subjects. Children, too, 
suffer from loss of iron by bleeding. In general, 
chronic, repeated, small losses from hemorrhoids, peptic 
ulcer and ulcerative colitis are the usual causes, but 
repeated larger hemorrhages can bring about a loss 
sufficient to cause a deficiency. In this group should 
be mentioned blood donors. The loss of iron in those 
who make donations four or five times a year or more 
may be such that it is difficult or impossible to replace 
the iron from dietary sources alone. 

The anemia of iron deficiency is a microcytic, hypo- 
chromic anemia, characterized by a decrease in hemo- 
globin, a decrease which is relatively greater than the 
drop in red cells. The most striking picture is that 
of chlorosis, the “green sickness,” now rare, with green 
pallor, a very low concentration of hemoglobin but a 
red cell count not far from normal. However, in most 
cases the red cell count is considerably reduced (down 
to 3,000,000) and it may be lower, though rarely as low 
as in pernicious anemia. Hemoglobin values may be as 
low as 6 or 7 Gm., with a red cell count near normal. 

On smear, the red corpuscles are faintly stained, 
the most characteristic change. With severe lack of 
hemoglobin, the center of the cell may be practically 
invisible, only a rim of pale-staining hemoglobin sur- 
rounding a central empty, i. e., unstaining, area. There 
is often some variation in size and shape, though not 
usually of the degree seen in pernicious anemia. The 
cells are almost always smaller than normal (micro- 
cytic) as shown by a measurement of cell diameters 
and a mean corpuscular volume (M. C. V.) less than 
80 cubic microns. Mean corpuscular hemoglobin 
(M. C. H.) is reduced, and, even more important, 
mean corpuscular hemoglobin concentration is below 
normal, usually much below. A _ reduction in mean 
corpuscular volume, that is, a decrease in the size of the 
cell (microcytosis), may be the first evidence of the 
anemia in children.* Reticulocytes are normal of 
slightly reduced. There may be slight leukopenia, 
usually with relative lymphocytosis and granulocyto- 
penia. Platelets are normal. The bone marrow shows 
hyperplasia with numerous normoblasts. 

Patients with microcytic iron deficiency anemia 
customarily have insidiously developing weakness, 
fatigability and lack of energy and often giddiness of 
faintness. In cases of severer disease are seen 
signs of secondary involvement of the heart and cireu- 
lation, dyspnea on exertion, palpitation and even edema 
and more pronounced symptoms of congestive heart 
failure ‘attributable to the combination of overwork 
poor nutrition of the heart. q 

Pallor is the most frequent and characteristic physical 
sign, varying with the grade of the anemia and f 
skin, nail beds and mucous membranes. The com 
junctivas and scleras show it especially well, as do 
the tongue and buccal mucosa. The pallor, a 
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cast, and the anemia constituted the former chlorosis 
(“green sickness”) of young female patients. 

Additional findings in a considerable number of those 
with iron deficiency are (1) some papillary atrophy of 
the tongue and (2) an enlarged heart with overactive 
apex impulse, tachycardia and murmurs, the so-called 
“hemic’” and “functional” murmurs. There may be 
some hepatomegaly and a palpable spleen. Dependent 
edema, essentially cardiac, may be present. Although 
there may be numbness and tingling of the extremities, 
these are circulatory in origin and there are no objective 
neurologic changes. The finger nails in some patients 
become brittle, rigid and flattened, even becoming con- 
cave, “spoon nails” or koilonychia. 

In contrast to patients with some of these physical 
observations, there appears to be a group with cheilosis, 
stomatitis and glossitis.2 In them there is reddening of 
the lips, glossal and buccal mucosa and, in some, fissures 
at the corners of the mouth. The tongue may show 
fiery red, atrophic, glazed glossitis. In a still smaller 
number, there is associated dysphagia, with pharyngitis, 
esophagitis and even “web” formations in the esophagus. 
The relation of these changes, at least the cheilosis and 
glossitis in some of these patients, to iron deficiency 
seems to have been clearly established by the response 
to adequate treatment with iron, the absorption of the 
latter demonstrated by the use of radioactive iron * 
and signalized by reticulocytosis. Moore has remarked 
on the apparently greater number of those with these 
manifestations, including koilonychia, in the North 
European countries than in the United States.‘ 

Achlorhydria is frequent in these patients and of 
importance in treatment in relation to absorption of 
iron. The achlorhydria may or may not be histamine 
resistant and is not necessarily permanent, free hydro- 
chloric acid returning after successful treatment of the 
anemia. 

Before leaving this description of the nature and 
clinical characteristics of iron deficiency anemia, it is 
important to note that iron deficiency may and often 
does occur with other anemia (particularly that of 
infection ), that such combined forms modify the changes 
and complicate diagnosis, that relief of the iron defi- 
ciency will not cure other forms and that other treat- 
ment will not help iron deficiency anemia. In diagnosis, 
care must be taken to distinguish it from other forms of 
anemia, particularly with the anemia of infection. 
_The statement has already been made that iron defi- 
ciency is probably the commonest nutritional deficiency 
seen in medical practice. It may be the commonest 
nutritional deficiency in the general population. It must 
be remembered, however, that such a conclusion may be 
i part the result of ease and accuracy of diagnosis, 
even in the slight deficiencies. It should be remem- 
bered, however, that a low hemoglobin level alone is 
hot sufficient as an index of the incidence of the defi- 
ciency and that there is normally a range of hemoglobin 
Values within which numbers of the various age, sex 
and other categories fall. Studies of the response of 
the hemoglobin concentration to the administration of 
fon in connection with surveys of hemoglobin levels 
of the population are needed to determine the actual 
meidence of the deficiency. 
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Treatment.—The best treatment of iron deficiency 
(and iron deficiency anemia) is prevention. This is 
particularly true in respect to infants, for whom pre- 
vention means the prevention of iron deficiency in the 
mother during pregnancy by the administration of sup- 
plemental iron. 

As stated previously, iron deficiency and iron defi- 
ciency anemia cannot be cured by diet. Iron must 
be given in pharmaceutical form. In practice this is 
true for prevention in the mother. The iron must be 
given in adequate dosage, and adequate dosage means 
several times more than that which will be absorbed. 
The presence of an excess aids absorption. When there 
is a real need and adequate treatment is given, response 
is specific and, barring complications, satisfactory. The 
response is marked by reticulocytosis, which checks the 
diagnosis. Treatment should be continued until the full 
benefit is obtained (normal size in children). 

The best preparation is ferrous sulfate and the dosage 
0.3 Gm. three to four times daily. Other preparations 
are ferrous chloride, carbonate or gluconate, used in 
equivalent iron (Fe) dosage, iron ammonium citrate, 
2 Gm. three times a day, and metallic (reduced) iron, 
1 Gm. three times a day. Occasionally it is necessary to 
use somewhat larger doses. 

Proportionately smaller doses are used for infants 
and children. Ferrous sulfate is best for use in a 
formula. Traditionally, patients complain of gastro- 
intestinal symptoms, nausea, cramps, diarrhea and epi- 
gastric distress, from taking iron; but, if they persist 
in continuing treatment, these symptoms usually dis- 
appear. Sometimes they are able to take one form rather 
than another, but this probably represents the same 
acquired tolerance and a tolerance which would have 
developed had they continued with the same preparation. 

Parenterally used preparations are in general unsatis- 
factory.° The toxic dose is too close to the effective 
dose, and reactions, which may be severe, are frequent. 
Iron is a strong poison. This is particularly true of 
iron injected intravenously, which is only rarely 
justified. 

The concomitant use of hydrochloric acid in adequate 
doses (4 ml. well diluted during meals) for patients 
with achlorhydria is often advised as an aid to absorp- 
tion of the iron. Its effectiveness is disputed, but clini- 
cal observation suggests that it is helpful. (Perhaps it 
may lessen the gastrointestinal discomfort and hence 
encourage the patient to take the iron.) 

Two other measures are important. One is to dis- 
cover and control any chronic bleeding. Increasing the 
intake of iron while it is being continually lost is usually 
ineffective. The other is use of tranfusions. These are 
particularly helpful to provide a quick start or boost 
toward a normal level and for patients who persist in 
their inability to take iron. However, when reliance 
is placed on transfusions, there is a tendency to stop 
before complete recovery is secured; in part, one of the 
principal errors in the treatment of iron deficiency is 
a failure to continue treatment to the stage of complete 
recovery. 

There is no benefit from the use of copper for adults 
and only rarely for infants. Other metals, vitamins 
and many other preparations sometimes recommended, 
are ineffective and a needless expense and trouble. 

The reticulocytosis following adequate treatment (and 
a correct diagnosis) a rs in about three to five days 
and reaches the us in six to ten days; then, 
as in other anemias, the reticulocyte count becomes 
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normal. Hemoglobin begins to increase about this time 
and increases about 0.15 to 0.3 Gm. per hundred milli- 
liters until the curve flattens out as normal values are 
approached. This is a critical time from the point of 
view of continuation of treatment until full recovery 
occurs. The red cells, if reduced, follow the hemoglobin 
curve. In children increase in cell volume is important 
and symptoms respond quickly. 


CALCIUM 

It is somewhat difficult to discuss calcium. deficiency 
disease apart from a deficiency of vitamin D. The two 
are so interrelated that to some extent a deficiency of 
both may be considered to constitute a single disease. 
This is not altogether true, however, for in adults the 
interdependence is less close than in children and in the 
latter the deficiency of calcium may be considered, and 
often is, a relative deficiency, one which would not be 
a real deficiency were it not for the existence of the 
deficiency of vitamin D. 

Nutritional calcium deficiency is recognized clinically 
as osteomalacia in the adult. The osteomalacic changes 
in the child are so related to accompanying rickets, 
present in nearly every case, that it is difficult to separate 
them clinically. 

Classic examples of primary nutritional osteomalacia 
(due to calcium deficiency) are rare in this country and 
are largely confined to pregnant women or women who 
have had many pregnancies. Conditioned deficiencies, 
such as occur in sprue from the loss in the stool of 
calcium bound to the unabsorbed fat, are commoner. 
Together with the “deficiency” of calcium occurring 
with hypoparathyroidism, the patients have the symp- 
toms, physical signs and laboratory findings of the 
severer deficiency of calcium ; these enable one to deter- 
mine that such cases of nutritional calcium deficiency 
are infrequent. 

Vitamin D appears to play an important role in 
regulating the absorption of calcium from the intestine. 
It is unlikely that a shortage of vitamin D occurs fre- 
quently in the adult. It may be a factor in border line 
cases of dietary calcium deficiency. Other factors 
affecting absorption are: (1) the relative and absolute 
proportions of calcium and phosphorus in the diet, 
(2) the availability of dietary calcium, not all being 
equally absorbable, (3) the acid-base reaction of the 
diet and the presence or absence of hydrochloric acid 
in the stomach (the presence of the acid favors absorp- 
tion, and a diet increasing body alkalinity when burned 
in the body favors deposition of calcium), (4) factors, 
other than vitamin D, causing greater or less absorption 
and loss and (5) factors affecting the general metabo- 
lism. Examples of the latter are pregnancy, lactation 
and disturbances in hormonal regulation, such as that 
of the adrenals, following bodily injury. All these 
factors must be given full consideration when primary 
nutritional osteomalacia is considered, as must the now 
well recognized dynamic nature of the mineral deposits 
in bone, which even in adult life are in a constant state 
of adsorption (or deposition) and resorption. 

Pathology.—The pathologic changes in calcium defi- 
ciency are to be found principally in the bones, the 
concentration of calcium in the blood, abnormalities 
in the excretion and retention of calcium and,if the loss 
of calcium is great enough, functional neuromuscular 
abnormalities (tetany). The latter is extremely uncom- 
mon, and nearly all calcium tetany is the result of 
lowered calcium in the blood from causes other than 
calcium deficiency. In calcium deficiency the decreased 
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intake, or absorption, leads to a negative calcium balance 
and more calcium is excreted or lost than is taken in, 
This results in a withdrawal from the skeleton. Studies 
of rachitic and osteomalacic bones have shown that 
there is a reduction in total bony substance as well as 


simply a decrease in the calcium content. Histologi- 
cally, there is an increase in the amount of osteoid 
tissue and a decrease in the amount of true bone. The 
result is that the bone becomes softened and more 
pliable. Because of the influence of weight bearing, 
the pelvis, spine and lower extremities are affected 
principally in adults. (In young children other bony 
structures may be the ones to be affected more severely.) 
As a result of this softening, deformities, often severe, 
develop. Roentgen examination of the skeleton reveals 
demineralization if the deficiency has been severe or of 
sufficient duration. However, it is difficult to detect 
slight or early demineralization and to distinguish it 
from other forms of demineralization, that accompany- 
ing old age, for example. : 

Calcium is also involved in various enzymatic and 
biochemical reactions, including the clotting of blood. 
There is little likelihood, however, that these functions 
are more than rarely affected. The reason for this is 
clear in view of the small amounts of calcium needed 
for these functions and the relatively large store of 
calcium in the skeleton, on which they probably have 
first call. Only in the severest deficiencies and most 
advanced softening of the bones would interference with 
these functions be expected. At the present.time bleed- 
ing or a deficiency in blood clotting can only rarely be 
considered a result of calcium deficiency. 

The exact relation of calcium to dental caries is not 
clear. The teeth are a part of the skeleton and might 
be expected to be affected in some manner or other ina 
calcium deficiency affecting bone. 

Calcium deficiency causes a disturbance in formation 
of the teeth in experimental animals and presumably is 
a factor in humans.* The mechanism of caries forma- 
tion is so complex, however, that it is difficult to assign 
a clearcut role to the influence of a deficiency of calcium. 
From a practical point of view, however, the proba- 
bility of significant relationship is sufficiently great 
to warrant the protection of supplemental calcium for 
persons such as pregnant and lactating women. 


Clinical Manifestations—The symptoms and signs of 
severe calcium deficiency are as well known as they 
are rare. With the osteomalacia, pain is almost always 
present and severe. It is deep seated, aching or “bor- 
ing” in character, commonest in the back, chest and 
sacroiliac regions, and frequently radiates along the 
course of the spinal nerves. It is usually unaffected 
by motion except when there are fractures. These are 
commonest in the vertebrae (compression fractures) 
and are often unsuspected, being disclosed by roentgen 
examination. There may be knuckling and noticeable 
loss of stature. The pelvic deformities, often remaming 
after recovery from an attack, are well known as 4 
complication of pregnancy but, fortunately, are now 
uncommon. Other deformities occur in the thoracie 
cage. There is usually considerable muscular weakness 
in severe osteomalacia. 

The symptoms and signs of tetany are well know®. 
“Latent” tetany may be demonstrated by the presemee 
of Chvostek’s or Trousseau’s sign. The first 1s 4 
contraction and irregular, muscular twitches 
facial muscles following a light blow with the finger of 


6. Meiklejohn, A, P.: Diet and Dental Health, Edinburgh M. J 
56: 41, 1949. 
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reflex hammer over the facial nerve. Trousseau’s sign 
is the main d’accoucheur, or “obstetrician’s hand,” an 
adduction of the hand with the fingers flexed at the 
metacarpophalangeal joint but extended at the inter- 
phalangeal with a strongly flexed and adducted thumb 
when the circulation in the hand is obstructed for a 
short time with a tourniquet. An increased sensitivity 
to the stimulus of the galvanic current, Erb’s phe- 
nomenon, also may be elicited in latent tetany. Chvos- 
tek’s sign is less common and less easily elicited in 
adults than in children. 

Manifest tetany presents the well known picture of 
carpopedal spasm, tetanic facies and, frequently, frank 
convulsions, the latter especially in children. Laryngo- 
spasm and inspiratory apnea may occur. 

Diagnosis —The signs and symptoms of early or 
mild calcium deficiency are ill defined and unreliable. 
An aching pain in the extremities, more noticeable 
at night, seems to be one of the commoner signs. Pain 
in the chest associated with a spontaneous fracture may 
be one of the presenting symptoms. Sometimes the 
condition is suspected from a chance roentgenogram. 
Tenderness of the spine may be elicited. Tetany does 
not occur with this grade of deficiency and changes in 
the concentration of calcium in the blood are of ques- 
tionable significance. 

The diagnosis of mild osteomalacia depends on the 
history of a diet possibly inadequate in calcium (espe- 
cially with increased loss or demand); inadequate 
exposure to sunlight or inadequate intake of vitamin 
D; symptoms, principally pain, and demineralization 
detectable in roentgenograms of the skeleton. All 
these are suggestive only and require support from the 
therapeutic trial.. If the condition is truly osteomalacia 
caused by a lack of calcium, it should respond to the 
administration of calcium. In practice, vitamin D is 
generally given with the calcium. 

In the severer cases the diagnosis is easier and more 
certain. |’ain is severe and the deformities are often 
obvious. Demineralization, as shown roentgenographi- 
ally, is obvious. The blood serum usually reveals 
an elevated alkaline phosphatase level and some drop 
in the concentration of calcium. The latter is con- 
‘istently low if tetany is present. Normal standards 
lor alkaline phosphatase are generally accepted as 3 to 
12 Bodansky units for children and 3 to 5 for adults. 
The significance and relationship of variations in alka- 
lime serum phosphatase in adults or, particularly, in 
adolescents are not well known. Normal values for 
alcium in the blood range from 9 to 11 mg. per 
hundred milliliters in adults and from 10 to 11 mg. in 
children. 

Great care must be taken not to confuse simple cal- 
cum (or calcium and vitamin D) deficiency with other 
(isease. The symptoms of the former are unreliable 
aid the tendency is to put considerable reliance on 
Teentgen changes in the skeleton. Too often recently 
these have been uncritically interpreted as the result 

a lack of calcium. There are several causes of 

ineralization or decalcification. One of the com- 
purest. mistakes is to interpret the demineralization 
ound in elderly women, sometimes with pathologic 
i , aS primary calcium, or calcium and vitamin 
»@enciency. This may be the cause in some cases, 


m most of them the deficiency seems to be related 
a endocrine factor accompanying or following meno- 
is calcium 


to 


Not all senile demineralization 
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deficiency, though many patients with senile deminerali- 
zation would appear to be ideal subjects for such a 
diagnosis. _Demineralization occurs with chronic illness 
of various sorts, especially that involving bedrest. 
Other and usually severer demineralization is seen with 
parathyroid disease and with chronic nephritis. In 
these conditions the serum calcium level, instead of 
being lowered, is elevated and phosphatase activity 
greatly increased. 

Incidence-—The incidence of calcium deficiency is 
unknown. It is unlikely that an actual pathologic 
deficiency of a primary type, even combined with a 
vitamin D deficiency, is frequent. Certainly it is infre- 
quent in adults if care is taken not to include incor- 
rectly the mild grades of demineralization found in 
older persons, especially women. 

Special consideration, however, must be given to its 
occurrence in children, particularly older children and 
older adolescents. Growth poses additional demands 
and constitutes a “stress” which may result in a 
deficiency. Infants and children, who are likely to 
consume considerable amounts of milk, are less likely 
to suffer calcium deficiency than somewhat older 
children. The latter and adolescents as a group are 
less likely to receive milk in protective amounts and 
may be somewhat more in danger of a deficiency of 
calcium. 

Treatment.—The treatment of primary nutritional 
calcium deficiency is the administration of sufficient 
calcium. In practice, vitamin D is usually added to 
promote adsorption. In many mild cases (without 
pathologic fractures, severe demineralization or similar 
adyanced changes) calcium can be supplied to advantage 
simply as milk, with or without vitamin D. For 
severer cases (without tetany) calcium chloride, cal- 
cium lactate or calcium gluconate can be used. One 
to 2.0 Gm. of calcium daily for children and 2.0 to 3.0 
Gm. for adults will usually suffice. The amount of 
calcium varies with the different compounds, 33 per 
cent by weight for the chloride, 23 per cent for the 
lactate and only 10 per cent for the gluconate. Hence 
the actual dose will be 3 to 6 Gm. of the chloride 
and 4 to 8 Gm. of the lactate for children and 6 to 
9 Gm. of calcium chloride and 8 to 12 Gm. daily of 
calcium lactate for adults or older children. Calcium 
lactate is to be preferred over the chloride, and the 
phosphate is useful for children because of the need for 
additional phosphorus to accompany the calcium. The 
gluconate is useful for parenteral administration if 
needed, which is uncommon. 

Tetany demands more energetic measures. Calcium 
should be given both orally and parenteralfy. Cal- 
cium gluconate,’ 1.0 Gm. given intravenously two or 
three times a day, is advisable, with calcium by mouth 
until the tetany is relieved. Large doses of vitamin 
D should be given with the calcium. Sometimes it 
will be advisable to use acidifying drugs, such as 
ammonium chloride, to promote adsorption and to 
increase the serum calcium to a normal concentration. 
This more drastic treatment is needed not for eventual 
relief but to hasten recovery and prevent serious 
complications. 

It may not be amiss to point out that tetany may 
be precipitated by treatment of severe rickets with the 
vitamin D. 





7. Calcium chloride, if used, must be given with the caution required 
for the use of this drug intravenously. 
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IODINE DEFICIENCY 


Aside from whatever doubts may be raised respect- 
ing iodine deficiency as the cause of endemic goiter," 
it can be confidently stated that simple goiter and 
endemic cretinism are the clinical manifestations of 
iodine deficiency. lodine is essential to normal growth, 
development and health. It cannot be synthesized by 
the body and must be obtained from without. Lack- 
ing it, there is a deficiency in the formation of the 
essential hormone thyroxin, the thyroid gland enlarges 
and goiter, with its accompanying altered functions, if 
any, structural changes, symptoms and physical signs, 
develops. 

Two principal pathologic conditions result from the 
lack of iodine—goiter and hypofunction of the thyroid 
gland (hypothyroidism)—one structural, the other 
functional. Both or either one may be present, but 
when hypothyroidism is due to iodine deficiency it is 
usually accompanied with a goiter. The two condi- 
tions should be sharply differentiated because of the 
difference in their effects. Goiter can exist without 
any interference with body function or any untoward 
effect except a cosmetic one or such as may be caused by 
a localized tumor. Hypothyroidism affects many body 
functions and the growth and activity of all tissues. In 
its severest form it results in greater or lesser grades of 
cretinism. Sporadic cretinism—i.e., athyroidism, the 
result in all but the rarest instances of something other 
than iodine deficiency—should be distinguished from 
cretinism due to iodine lack. 

The pathologic structural expression of an inade- 
quacy of iodine, then, is simple goiter, and if the 
iodine deficiency is continued through generations, 
endemic cretinism. The latter is seen almost alto- 
gether in “goitrous” regions. Similarly, an older child 
or an adult could conceivably take in so little iodine 
over so long a period that hypothyroidism would 
develop. Adult myxedema, however, differs from 
simple hypothyroidism and is almost always due to 
causes other than iodine deficiency. 

Pathology.—Simple goiter is an enlargement of the 
thyroid gland (hyperplasia and hypertrophy). It 
results from the strain imposed by attempts to manu- 
facture thyroxin with an imadequate supply of iodine. 
It is important to know that this enlargement does not 
of necessity mean a deficient production or secretion 
of the thyroid hormone. Means*® has expressed it as 
follows: “The factory may be working under difficulty, 
the supply of raw material decreased, overwork and 
additional machinery may be needed, but until the 
supply of iodine is used up hormone in essentially nor- 
mal amounts is furnished.” Only when the supply 
of iodine becomes absolutely inadequate does the sup- 
ply of hormone to the tissues become insufficient. 
Only then do the pathologic changes and symptoms 
of hypothyroidism, as well as goiter, appear, with 
cretinism as the severest grade appearing ordinarily 
only after generations of iodine deficiency hypothy- 
roidism. Children born of goitrous (iodine deficient) 
mothers will be likelier to have goiter; their children 
have an even greater tendency to goiter, and so on 
until cretinism develops. Cretins may present goiters. 

As with other nutrients and nutritional deficiencies, 
the deficiency of iodine may be absolute or relative. 





8 Greenwald, I.: Is Endemic Goiter Due to a Lack of Iodine? J. Clin. 
Endocrinol. @: 708, 1946. Kimball, J.: Correspondence, J. Clin. Endo- 
crinol, 7:58, 1947. Relation of Endemic Goiter to Lack of Iodine, 
Nutrition Rev. @: 40, 1948. 

9. Means, J. H.: The Thyroid and Its Diseases, ed. 2, Philadelphia, 
J. B. Lippincott Company, 1948. 
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Secondary factors may “condition” an iodine deficiency, 
For iodine, in contrast with most other nutrients, the 
deficiency is probably most often absolute. Only in 
areas of border line iodine supply or in individual 
instances does relative iodine deficiency appear to be 
operative. Secondary factors are many. Body size, 
rapid rate of growth, puberty, pregnancy and possibly 
menstruation are physiologic causes for an increased 
demand. With a safe margin of intake they are inef- 
fective in producing a goiter. With border line intakes, 
they may cause relative insufficiency. Infections and 
pollution of water or food have been thought by some 
to be concerned, but such mechanisms have not been 
clearly demonstrated. However, a relative sho 
caused by an excessive demand for thyroxin by the 
tissues is a possibility. For example, certain foods can 
produce goiter in animals. The organic cyanides in 
certain vegetables depress tissue oxidation and cause a 
demand for more thyroxin.’® Such goiters can be 
prevented by administration of iodine. Whether such 
a factor is operative in humans is unknown. Other 
goitrogenic agents cannot be inhibited by iodine. A 
relative insufficiency of iodine from difficulty of absorp- 
tion is probably uncommon, if it exists. Iodine is 
readily absorbed. 

The deficiency of iodine which will result in recog- 
nizable changes in the thyroid gland has been accurately 
determined. When the concentration of iodine in the 
thyroid gland falls below 0.1 per cent (dry weight), 
hyperplasia occurs. Such an expression is of no prac- 
tical value clinically. It does, however, express the 
reserve of hormone or iodine which the thyroid main- 
tains and, when the reserve falls below this level, 
more hormone or iodine must be stored. If the iodine 
supply is too small to allow it to be extracted from 
the blood by the normal gland, hyperplasia and hyper- 
trophy develop to further that process. The result isa 
goiter. 

The morphologic changes in a goiter caused by a 
deficiency of iodine vary both grossly and microscopi- 
cally with the various stages of the disease and the 
effect of secondary changes. In the beginning the 
gland enlarges symmetrically and becomes softer and 
more vascular. The cut surface appears more cellular. 
Colloid is decreased. Microscopically the epithelium 
changes from low cuboidal and cuboidal to high cuboidal 
or columnar. Stored colloid is decreased; vascular 
is increased. Analysis shows a decrease in iodine. 
The follicles become infolded, with papillary projections 
into the lumen, and no longer are normal or oval Di 
are irregular in outline. Cells show increased mitosis. 

This is the stage of active hyperplasia and hypertro- 
phy. It does not differ from the physiologic hyperpiast 
of pregnancy or puberty or that of other physiologic 
conditions of increased demand for hormone. It consti- 
tutes the first stage of the thyroid cycle of Marine. 

The next stage as defined by Marine” 1s 
atrophy or involution. If the deficiency of iodine pet 
sists, the overworked cells eventually atrophy and die. 
The alternative to this, apparently commonest im 
country because an adequate supply of iodine becomes 
available before much atrophy can occur, 1s in 
Involution is a reversal of the changes seen in eine 
plasia and hypertrophy. The gland becomes ; 
and firmer. The blood supply diminishes. Colloid 
again fills the follicles, even overfilling and 


10. Salter, W. T.: The Chemistry of the Hormones, Ann. Rev. Bioches 
14: 561, 1945. 


11. Marine, D.: The Pa and Prevention of Simple * 
Endemic Goiter, J. A. M.A. 104: 2334 (June 29) 1935. 
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them. The epithelium shrinks to cuboidal and low 
cuboidal, the stroma becomes less prominent. The 
jodine content of the gland increases. Opinion differs 
as to whether the gland ever returns completely to 
normal after such an experience. Marine thinks not 
and believes that the colloid phase is the nearest 
approach to normal such a gland can reach. This is 
undoubtedly true in many cases, and the enlarged gland 
with overdistended follicle filled with colloid constitutes 
what is commonly known as a colloid goiter. 

Such a result, however, is an incomplete involution. 
Clinical experience teaches that many hypertrophic 
and presumably hyperplastic glands, due apparently 
to absolute or relative iodine deficiency, may return 
completely to normal (the goiter disappears). This 
indicates that such is the normal course of involution, 
and failure to do so indicates arrested involution. One 
possible explanation for the latter may be, as Means 
suggests, a change in colloid stored too long, which 
makes it incapable of resorption. This may be the 
case in old, large, endemic, colloid goiters. 

After complete involution and return to normal, 
there may again be iodine deficiency, relative or abso- 
lute. The gland then again becomes hypertrophic and 
hyperplastic, perhaps once again to involute. Accord- 
ing to Marine this cycle often is repeated several times. 
With each cycle the return to normal becomes less 
likely. !f the gland fails to return to normal the 
first time, or at subsequent periods, each period of 
partial involution and colloid overretention makes the 
goiter a little larger. Furthermore, during involution, 
especially incomplete involution, localized areas of the 
gland may fail to resolve and become overly distended 
with colloid, thus causing nodules. Nodules may 
undergo a variety of secondary changes. They may 
become cystic, become surrounded by dense fibrous tis- 
sue, become calcified or undergo other degenerative 
processes. Discrete nodules composed of hypertrophied 
and hyperplastic tissue without colloid, or with small 
amounts, occur in some cases, perhaps because of local 
interference with the circulation. The “smooth” type of 
goiter is common in:children and younger adults. Nodu- 
lar goiters come with advancing years and may be 
telated to such stresses as childbearing. 

In cretinism, in contrast to simple goiter, there are 
widespread changes throughout the body, as well as 
severer injury to the thyroid. The latter may show 
changes varying from complete or nearly complete 

ce to massive goiters which show the microscopic 
changes of the milder, simple goiter. However, in the 
cretin, despite the development of a goiter (hyper- 
trophy), there is a greater or lesser failure of function, 
sufficient to cause general effects on the body. Usually 
the function of the thyroid is poor. The persistence 
some function explains the varying degrees of 
fretinism and in this respect distinguishes endemic 
sporadic (athyreosis) cretinisms in which the loss 
function is nearly always complete. Juvenile 
myxedema lies between the two. Means defines the 
as “a state of athyreosis acquired by a previously | 
tormal child prior to the attainment of puberty and 
growth.” It is rarely caused by iodine deficiency. 

In the thyroid of the cretin the changes consist of 

ent of normal structures by fibrous tissue, with 

“attered follicles, some of which may contain colloid. 
In tases of less severe disease one sees atrophy of 
“treting cells and an infiltration with lymphocytes and 
bles cells which form an outline of the former 
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The general body changes are primarily those of 
retardation in development. Included are delayed epi- 
physial union, delayed and imperfect ossification, faulty 
and delayed dentition and incomplete cerebral develop- 
ment. A significant observation in relation to the 
existence of a thyrotropic hormone is a rather frequent 
hypertrophy of the anterior lobe of the pituitary. 


Clinical Manifestations —Except for cretinism the 
principal, and as a rule the sole, manifestation of iodine 
deficiency, is a (simple) goiter and the only signs and 
symptoms are those associated with the goiter. In 
goiters developing earlier in life, the child presents at 
5 or 6 years of age a fulness in the neck, first palpable 
and then visible. It is smooth, soft, symmetric and 
without tenderness or evidence of increased vascularity. 
The child may have a sense of fulness, but usually 
the goiter is first noticed when it becomes visible to 
the family. The child otherwise is essentially normal. 
In more goitrous regions there are more and larger 
goiters at younger ages, but large goiters are usually 
found in older children. The incidence is greater in 
girls. With advancing age (beyond puberty) some of 
the goiters disappear; many become smaller. These 
changes are commoner in boys. Girls are likelier to 
have an increasing incidence and an increase in size up 
to the age of 17 or 18, and the goiters disappear less 
often. Pregnancies have an important effect in increas- 
ing the size of the goiter. As the goiter becomes 
smaller it becomes firmer, but it may become larger as 
it gets firmer (colloid storage). 

A temporary enlargement occurs in girls and women 
with menstruation, and other factors, such as infections, 
other diseases and emotional stress, can cause tem- 
porary enlargement. This is not ordinarily a true 
pathologic enlargement, although it is possible that some 
of these are the result of a temporary, relative iodine 
deficiency and hence are true iodine deficiency goiters 
in a strict sense. 

Aside from the appearance and, perhaps, a slight 
sense of fulness, which may be exaggerated, these 
goiters cause no symptoms. Large goiters may cause 
pressure on neighboring structures, but this is uncom- 
mon in young persons in this country. 

In the middle and later years, the goiters show an 
increasing tendency to become nodular. This causes 
more frequent pressure effects and is associated with 
the complications described under pathology. There 
may be pressure in the trachea with deviation, com- 
pression and interference with respiration, even com- 
plete obstruction. With this there may be cough, 
difficulty in swallowing, venous obstruction, edema of 
the face and pressure on nerve trunks. Nodules may 
become cystic with hemorrhage into them, causing pain 
and swelling. Infection may cause suppuration, and 
there is a tendency to malignant degeneration. 

As already stated, disturbances in function are 
uncommon, but occasionally there may be a mild grade 
of hypothyroidism (as_ distinguished from true 
cretinism). This is usually detectable only by a deter- 
mination of the metabolic rate and the response to thy- 
roid (it does not ordinarily respond in a simple, clearcut 
fashion to iodine). Symptoms are slight and usually 
nonexistant, but there may be some sluggishness, 
fatigability, lack of interest and energy and poor atten- 
tiveness. Examination shows little but the goiter and 


perhaps some pallor. There may be a mild, related 
anemia. 

The clinical features of cretinism are well known. 
Most cretins are imbeciles from birth and are usually 
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If treatment is not begun early in 
life, they respond poorly to thyroid and not at all to 


born with goiters. 


iodine. They exhibit characteristic facies, disturbances 
in growth and character of the hair, thick, enlarged, 
portruding tongues, faulty dentition, failure and dis- 
turbances in maturation and growth which are char- 
acteristic. 

Diagnosis.—The diagnosis is usually made by the 
detection of the goiter, which means that the iodine 
deficiency, responsible for and existing before the 
goiter, was neglected. <A deficient intake of iodine can, 
of course, be recognized in areas of endemic goiter and 
has been for years. It is difficult or impossible in 
sporadic cases and particularly with respect to relative 
deficiency of intake. Hence the importance of preven- 
tion, which is, of course, well recognized in relation to 
endemic goiter. In individual cases the physician 
should be alert to the possibility of deficiency in his 
patient’s diet and to the presence of possible contribu- 
tory or conditioning factors, such as pregnancy. 

It is necessary to distinguish between simple goiter 
and other kinds of goiter. The simple goiter in young 
persons is diffuse, symmetric and usually without 
nodules. It is soft. The borders of the lobes are 
difficult to identify, and it moves readily in swallowing 
There are no bruits or thrills. In the older children 
and young adults it is usually more firm and, at still 
later ages, often nodular. The principal differential 
diagnosis is between it and so-called toxic goiter 
(Graves’ disease, exophthalmic goiter, goiter with 
hyperthyroidism). Signs and symptoms of thyrotoxt- 
cosis, particularly an elevated basal metabolic rate, are 
incompatible with simple goiter. However, thyrotox- 
icosis occurs at all ages and may develop in patients 
with simple goiter. Malignant new growths can occur 
in simple goiter and may cause difficulty in diagnosis, 
especially if the simple goiter has nodules. Changes 
in consistency, attachment to surrounding tissues, lack 
of mobility and metastases are characteristic of malig- 
nant growths. Thyroiditis may cause enlargement of 
the gland (goiter) but is characterized by pain, heat, 
tenderness and signs of local inflammation sufficient to 
distinguish it from simple goiter, although simple goiter 
may become inflamed. Hyperthyroidism is ordinarily 
detected only by determination of the basal metabolic 
rate. 

Incidence-—As is well known, the incidence of 
iodine deficiency and simple goiter and other sequelae 
varies with the iodine content of the soil and water. 
In some regions it is so low that iodine deficiency, unless 
relieved by special procedures, is almost universal. In 
others the supply is so great that iodine deficiency and 
goiter occur only sporadically and as a result of special 
conditioning factors. In this country there are goitrous 
areas but none so severe as in certain parts of Europe 
and Asia. The former includes the Northwest states, 
the Great Lakes region and Colorado. The general 
range of incidence, according to Olesen, is from 10 to 
27 goiters per 1,000 population to 1 per thousand. 
There may be local areas with a much higher incidence. 
Modern prophylaxis has greatly reduced the occurrence 
of iodine deficiency and the number and size of goiters. 

Treatment.—The prevention of iodine deficiency and 
the resultant goiter is relatively easy and highly success- 
ful; treatment of the goiter is not. Hence prevention 
is important. Mass prevention is highly desirable and 
important and is best accomplished by the use of iodized 
salt. If necessary, it can be used on an individual basis. 
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Ten grams of the iodized salt used in this country 
will provide 0.1 mg. (100 micrograms) daily. The 
requirement is usually considered to range between 0,02 
and 0.075 mg. (20 to 75 micrograms). If other forms 
of iodine are preferred for individual use, it may be 
given as sodium iodide, syrup of hydriodic acid, tincture 
of iodine or other preparations. One drop of strong 
iodine solution U.S.P. per week is satisfactory. This 
provides about 243 micrograms per day, which may 
be provided satisfactorily for children for three or four 
weeks in spring and fall. Larger amounts than those 
indicated are sometimes recommended and are harm- 
less but unnecessary. The fear of inducing thyrotoxi- 
cosis, even in nodular goiters, I believe, is groundless. 

(;eneral hygiene and diet should be considered in the 
prevention of goiter. There is an advantage in the 
inclusion of fresh vegetables, but the goitrogenic action 
of some, such as cabbage and related vegetables, must 
be considered. Avoidance of infectious disease is bene- 
ficial. Certain persons, particularly pregnant women 
and pubescent children ( especially girls), require special 
protection. This will be most needed in regions where 
the iodine supply is border line or minimal and where 
general prophylaxis is not practical. However, it is 
difficult to suspect sporadic cases and it is best that 
all pregnant women receive a supplement of iodine, 
especially in the latter half of pregnancy. The dose 
and amount of strong iodine solution mentioned pre- 
viously is satisfactory. The use of iodized salt for all 
children is desirable, but where it is not used the physi- 
cian should keep close watch of the children under his 
care. 

Small goiters may be treated with iodine with the 
possibility that they will be reduced in size. Some 
will completely disappear. Somewhat larger doses of 
iodine, 1 to 5 drops of strong iodine solution U.S.P.a 
day for two to four weeks, repeated at intervals of three 
or four weeks over a period of six months or a year, 
may be tried. Equivalent amounts of other preparations 
can be used. The treatment may be continued at inter- 
yals over a longer period. In some cases this treatment 
will make the gland somewhat larger and more tense 
or firm. This may cause the patient or the family 
some concern but is rarely of any significance and 
usually is, in turn, followed by a decrease in size. The 
increase in size and firmness, which is the result of 
laying down of colloid, is not seen more often because 
it has usually occurred before the patient is seen by the 
doctor. Nodular goiters respond poorly, if at all, to 
iodine and usually require surgical treatment. ? 
times the nodules are made more prominent by treat- 
ment with iodine. They become apparent or more 
prominent when the other surrounding portions of the 
gland have undergone involution after treatment with 
iodine. The patient may consider this an unfavorable 
result and the possibility of such a change must be con- 
sidered in the treatment of such patients. 

No untoward effects from iodine are to be expected 
except in the iodine-sensitive patient. Occasionally 
iodine will cause a drop in the basal metabolic rate ot 
persons with simple goiter. It is only temporary and Is 
without any harmful effect. ; 

Thyroid (extract) is sometimes used in simple goiter 
on the basis that the hyperplasia and hypertrophy ©? 
be relieved by an exogenous supply of the thyroid hor- 
mone. Such treatment is sometimes effective m 
early stages and may be tried in selected cases. * 
should be combined with the use of iodine. It ss 
especially useful in patients who have associated symp- 
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toms of hypothyroidism and a lowered basal metabolic 
rate. Recently thyrotropic hormone, which stimulates 
thyroid function and leads to a loss of colloid from the 
gland, has been suggested for the treatment of simple 
goiter. Theoretically its use is logical, and it may be 
tried in selected cases. Because of its diminishing 
effectiveness on continued use, it is unlikely that careful 
administration will cause harmful overstimulation. 
Surgical removal is the only satisfactory treatment 
for larger goiters and may be needed, even urgently, for 
smaller goiters with pressure symptoms. However, in 
general, surgical treatment should be withheld until 
adulthood, except when pressure symptoms require it. 
Most small, relatively inconspicuous goiters should 
not be removed. Childhood, puberty and adolescence 
are periods of intermittent stress and strain, involving 
interrelated endocrine functions. Premature or unnec- 
essary removal may result in a more disfiguring enlarge- 
ment of the remaining fragments or even myxedema. 
At a later period, when the gland is more stable, 
removal in selected cases gives satisfactory results and 
may be good prophylaxis against cancer. Also, removal 
prevents such complications as hemorrhage into cysts. 
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SULFOXONE SODIUM.—Diasone Sodium (Ansort). 
—Sulfoxone sodium consists chiefly of the active component, 
thsodium =|sulfonylbis (p-phenyleneimino) ] dimethanesulfinate 
tetrahydrate —C.sHis N2NaeO6Ss.4H2O.—M.W. 520.51. — Sulfox- 
one sodium contains not less than 77 per cent anhydrous diso- 
dium [sulfonyl bis(p-phenyleneimino) ]dimethanesulfinate. In 
the course of manufacture, sulfoxone sodium is commonly sta- 
hilized by the addition of about 10 per cent of sodium bicar- 
honate or disodium phosphate. The structural formula for the 


= component of sulfoxone sodium may be represented as 
lollows : 


morscrwmn€ \-sorU _Vawn-cresoo ° 4,0 


Actions and Uses.—Sulfoxone sodium is indicated in the treat- 
ment of leprosy. Lesions usually do not progress under therapy, 
although not all respond favorably. The earliest and most fre- 
quent signs of response are healing of mucous membrane lesions 
iollowed by improvement in skin lesions. The latter consists 
of fading of macules and plaques, softening and flattening of 
todules and decrease in diffuse infiltration. Nodules diminish 
m size and in most instances resorption is complete. Sometimes 
there ty necrosis of nodules followed by ulceration and rapid 

The commonest toxic effect of the drug is a transient normo- 
‘ytit anemia but withdrawal is not indicated unless the anemia 

severe. Usually, recovery from the anemia takes place 
between the third and sixth week of therapy. Methemoglo- 
tinemia, which occurs in about half the patients, is not an indi- 
tation for withdrawal of the drug unless anoxemia is acute. 

Other toxic effects are nausea, hematuria, skin rashes and 
. Dosage-—Treatment is started with small doses. The usual 
mitial dose for adults is 0.3 Gm. daily. If no symptoms of 

ce appear during the first week of treatment, the dose 

Pay be increased to 0.6 Gm. daily. This dosage is continued 
the _ three weeks. If no symptoms of intolerance develop, 
tis may be increased to 0.9 Gm. daily and continued at 
fate for six months or more if no severe side effects 


Alcohol 3%: 
or 50 mg. of testosterone propionate in each cc. of corn oil. 
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develop. At least six months is réquired to evaluate therapeutic 
effect. Rest periods of 2 weeks every 2 months are advisable. 


For children 6 to 12 years old the initial dose is 0.15 Gm. 
daily, increasing gradually at monthly intervals to 0.6 Gm. if 
there are no contraindications. For children 4 to 6 years old 
the maximum daily dose may be 0.45 Gm. Information con- 
cerning treatment of younger children is not available. 

Tests and Standards.— 


Physical Properties: Sulfoxone sodium is a pale yellow powder with a 
characteristic odor. It is very slightly soluble in alcohol and very 
soluble in water. The aqueous solution is clear and pale yellow. 


Identity Tests: To 10 ml. of a 1 per cent solution of sulfoxone 
sodium, add 1 ml. of iodine T.S. and 2 ml. of chloroform, mix and 
allow the liquids to separate: no color appears in either layer. 

Add a solution of about 0.5 Gm. of sulfoxone sodium in 15 ml. of 
water to 30 ml. of Fehling’s solution and reflux the reaction mixture for 
10 minutes. Cool in an ice bath and filter the mixture. Wash the pre- 
cipitate with water, then transfer it to a small beaker. Dissolve the 
organic portion of the precipitate in about 20 ml. of hot alcohol and 
filter to remove the cuprous oxide. Dilute the filtrate with about 25 ml. 
of water and heat the solution on a steam bath until most of the alcohol 
has been removed. Allow the clear solution to cool slowly. Filter and 
dry the precipitate in air. The nearly white crystalline »,p’-diamino- 
diphenylsulfone formed melts at about 175 C. 

Purity Tests: Dry about 1 Gm. of sulfoxone sodium, accurately 
weighed, at 60 C. in a vacuum for 20 hours: the loss in weight is not 
more than 20 per cent. 

Char about 2 Gm. of sulfoxone sodium over a low flame. Cool, then 
add 2 ml. of sulfuric acid and continue the ignition until no carbon 
remains. Dissolve the residue in 30 ml. of water and to a 15 ml. 
portion of this solution add 2 ml. of acetic acid. Dilute to a volume of 
25 ml. with water and add 10 mi. of hydrogen sulfide T.S.: the heavy 
metals limit (U.S.P. XIII, p. 657) is 20 ppm. 

Assay: Transfer an accurately weighed portion of finely divided sample 
representing 0.250 Gm. of sulfoxone sodium to a 500 ml. volumetric 
flask and make up to volume with water. Transfer 4 ml. of this solu- 
tion to a 100 ml. volumetric flask and add 1 ml. of 20 per cent toluene- 
sulfonic acid and 0.5 ml. of diluted hydrochloric acid. Place the flask 
in a boiling water bath for 0.5 hour and then cool and make up to 
volume with water. Transfer exactly 1 ml. of the hydrolyzed solution 
to one test tube and 1 ml. of a working standard to a second test tube. 
(Prepare the working standard by transferring 5 ml. of an acetone solu- 
tion containing 0.1 Gm. of »,p’-diaminodiphenylsulfone [mp. 175-177 C.] 
per 100 ml. to a 500 ml. volumetric flask and diluting to volume with 
water.) To each of the tubes add 1 ml. of 10 per cent hydrochloric 
acid, 5 ml. of water and 1 ml. of 0.1 per cent sodium nitrite, and after 
exactly 3 minutes, 0.5 ml. of 0.5 per cent sodium sulfamate. After 2 
minutes add 5 ml. of 0.5 per cent N-(1-naphthyl)ethylenediamine dihy- 
drochloride. Determine the color produced at 5600 A after about 10 
minutes. Calculate the amount of anhydrous disodium (sulfonylbis 
[p-phenyleneimino]dimethanesulfinate from the formula: ; 

(100 X 1.806 * [density of sample solution + 0.020 mg.]) + (Density 
of standard solution + 0.010 mg.) = % anhydrous active ingredient. 
The amount of anhydrous disodium (sulfonylbis [p-phenyleneimino])- 
dimenthanesulfinate is not less than 77 per cent. 

SuLFoxone Sopium Tasiets: Identity Tests: The powdered tablets 
respond to the identity tests in the monograph for Sulfoxone Sodium. 


Assay: Determine the weight of 10 tablets. Grind them and transfer 
a portion of the finely divided sample equivalent to 0.250 Gm. of 
sulfoxone sodium to a 500 ml. volumetric flask and make up to volume 
with water. Proceed as directed in the assay in the monograph for 
Sulfoxone Sodium beginning with, “Transfer 4 ml. of the solution 
PP lt 1 he amount of sulfoxone sodium present is not less than 95 
nor more than 110 per cent of the labeled amount, equivalent to not less 
than 73 nor more than 85 per cent of amhydrous disodium (sulfonylbis- 
{ p-phenyleneimino] )dimethansultinate. 


Apeott LABORATORIES, NortH Cuicaco, ILL. 


Enterab Tablets Diasone Sodium: 0.33 Gm. enteric coated. 


Tablets Diasone Sodium: 0.15 Gm. 


U. S. patent 2;256,575 and Licensed under U. S. patent 2,234,981; 
U. S. trademark 407,420. 


TESTOSTERONE PROPIONATE (See New and Non- 


official Remedies 1949, page 407). 


The following dosage forms have been accepted: 


Tue Bro-INtTRASOL LABORATORIES, BROOKLYN 


Solution Testosterone Propionate in Oil with Benzyl 


Alcohol 4%: 10 cc. vials: A solution containing 50 mg. of 
testosterone propionate in each cc. of sesame oil. 
with 0.5 per cent chlorobutanol. 


Preserved 


Sclution Testosterone Propionate in Oil with Benzyl 


Alcohol 2%: 10 cc. vials: A solution containing 25 mg. of 
testosterone propionate in each cc. of sesame oil. 
with 0.5 per cent chlorobutanol. 


Preserved 


Tue Brive Line CHemicat Company, St. Louis, Mo. 


Solution Testosterone Propionate in Oil with Benzyl 
10 cc. vials: A solution. containing 25 mg. 


Puysictans’ DruG anp Suppty ComMpaANy, PHILADELPHIA 


Solution Testosterone Propionate in Oil: 10 cc. vials: 


A solution containing 25 mg. or 50 mg. of testosterone pro- 
pionate in each cc. of peanut oil. Preserved with 0.5 per cent 
chlorobutanol. 
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ARE STATISTICS NECESSARY? 


From various quarters there continue to come 
reminders that the progress of medical science is depen- 
dent on the constant application of logic and mathe- 
matics. The specific solution of immediate problems 
in medical and surgical practice, to be sure, rarely 
involves more than elementary arithmetic, and in special 
fields like radiology, metabolism and ophthalmology 
the ingenuity of the designers of new apparatus gen- 
erally reduces the most complex mathematical problems 
to labor-saving tables. 

In medical research, however, it is essential that the 
investigator understand the quantitative aspects of the 
phenomenon he is studying. If he is developing a new 
diagnostic test he must know how to determine its 
validity by comparing it with preexisting tests. If there 
are no other relevant tests in existence, he must know 
how to determine the reliability of his new procedure by 
the method of test-retest correlation. If he is develop- 
ing a new therapy, he must know how to set up fourfold 
tables comparing treated with untreated subjects and 
must know how to compute the probability that appar- 
ently favorable results were accidental. If he is trying 
to tell whether two laboratory measurements tend to 
vary together, he must know how to compute correla- 
tion coefficients. At the basis of all these is the logic 
of permutations and combinations, which he learned 
in high school algebra. 

It is necessary to point out these facts because medical 
publications continue to include examples of expensive, 
time-consuming work that has proved nothing. Such 
therapeutic ideas as that of the antihistaminic drugs for 
colds continue to burst on the medical world and the 
general public before the statistician is convinced that 
enough data have been collected. New diagnostic tests 
for such conditions as capillary fragility and new appa- 
ratus, for instance, to determine the concentration of 
hemoglobin in blood are introduced without satisfactory 
evidence that they are consistent with themselves or 
measure the same things as preexisting tests. An unre- 
liable test inevitably leads to confusion in diagnosis and 
to fallacious evaluation of subsequent therapeutic 
results. 





Aug. 5, 1956 





The average college student, beginning his differential 
and integral calculus with an alert mind and all the pre- 
requisite courses, is considered to require about 100 
hours of classroom instruction and 200 hours of streny- 
ous homework in order to master the subject. This 
fact suggests the rate at which a nimble intellect under 
favorable conditions is able to assimilate mathematics. 
It is mentioned because it shows why a physician no 
longer young, preoccupied with a multitude of pressing 
duties, simply cannot undertake the study of statistical 
theory. It also shows, however, that he must respect 
the achievements of those who have mastered this sub- 
ject and that he must respect their criticisms when they 
find fault with a clinical report ignoring the very exist- 
ence of their science. 

The physician in his practice and the investigator in 
his research both deal with problems that tax the human 
mind to the utmost. Preoccupied with their own prob- 
lems, living with their work for years, they find it 
difficult at times to understand each other, and one need 
not look far to see manifestations of mutual impatience. 
The popularity of a recent article on “Progress Without 
Statistics” ' was an amusing illustration of this, for the 
title was paradoxic, and the message of the article was 
that medical science could progress but slowly without 
statistics. Moreover, the subject cannot be simplified, 
and more than one writer has had to give up his ambi- 
tion of describing a royal road to the subject in a volume 
to be entitled “Medical Statistics in One Easy Lesson.” 

While it is true that statistics cannot be simplified 
beyond a certain point, there is a good basis for the 
suspicion that some statistical literature is made unread- 
able by affectations, obscurantism and generally poor 
psychology. Of one famous statistician his own col- 
leagues have complained that nothing he wrote or said 
could be understood and that only after one had dis- 
covered a truth for himself could it be recognized in 
this man’s writings. Impatience with this sort of thing 
partly explains the hostility to statistics sometimes seen 
in medical audiences and may have contributed to the 
acrimony of the painful encounter between William 
Cobbett and Benjamin Rush in the 1790's. Rush had 
published data which had convinced him that the proper 
treatment for yellow fever was bleeding and purging. 
The fallacies in his work seem obvious now, but Rush 
was said to be infuriated by Cobbett’s uncompromising 
demand for statistical proof. His counterattack 1 
reported to have driven Cobbett out of Philadelphia.” 

A spirit of cooperation on both sides is especially 
necessary in this situation and is certain to aid rapid 
progress. A recent book* contains examples showing 
how logic and mathematics can be applied profitably to 
such problems as penicillin production, nutrition 


1. Reprinted from Tue Jourwat or THE American Mepicat As 
CIATION 141: 195 (Sept. 17) 1949. F 

2. Shryock, R. H.: The Development of Modern Medicine; Am Inter 
pretation of the Social and Scientific Factors Involved, Philadetphia. 
University of Pennsylvania Press, 1936. 

3. de Beer, E. J.: The Place of Statistical Methods in Biological sx 
Chemical Experimentation, New York, New York Academy of 
1950. 
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research, development of analgesic drugs, measurements 
of virulence and immunity, study of antidotes, selection 
of bioassay methods, determination of the optimum 
conditions for rapid wound-healing and the testing of 
new therapies for tuberculosis. 

The older literature of the subject, such as the classic 
textbook by the late Raymond Pearl,‘ is also helpful 
and will continue to inspire medical readers for years 
to come. There is reason to hope that more logical 
planning of laboratory research and more critical 
appraisal of clinical observations will result in econo- 
mies of time and material and hasten the coming of 
important medical discoveries. 


ANOXEMIA TESTS IN DIAGNOSIS OF 
CORONARY INSUFFICIENCY 


Physical examination, roentgenograms and electro- 
cardiograms may be entirely normal in cases of coronary 
disease with angina pectoris. Keefer and Resnik ' were 
the first to attribute angina pectoris caused by coronary 
disease to anoxia of the myocardium. Levy and his 
associates > demonstrated the effect of anoxemia on 
115 normal persons and 147 persons with suspected or 
manifest cardiac disease. The test consisted of making 
the subject inhale 10 per cent oxygen for twenty 
minutes. In normal persons the response to induced 
oxygen want produces slight if any change in the 
electrocardiogram. The T waves tend to decrease in 
amplitude in normal persons during induced anoxemia. 
There may also be a partial or complete reversal in the 
direction of the T wave in lead 2 or lead 3 or both. 

The abnormal response to the anoxemia test is 
reflecte in the electrocardiogram by one or a combi- 
nation of the following changes: 1. The arithmetic sum 
of the kS-T deviations in all four leads totals 3 mm. 
ormore. 2. There is a partial or complete reversal of 
the direction of the T wave in lead 1, accompanied 
with an KS-T deviation of 1 mm. or more in this lead. 
3. There is a complete reversal of the direction of the 
T wave in lead 4p, regardless of the RS-T deviation. 
4. There is partial reversal of the direction of the 
T wave in lead 4», accompanied with the RS-T devia- 
tion of | mm. or more in this lead. The trend of 
heart rate and blood pressure bore no relationship to 
the outcome of the test or to the occurrence of pain. 
Among the troublesome side effects, the authors cited 
vasovagal reactions, convulsive seizures, hyperventila- 
tion, dyspnea and mental confusion. These conditions 


‘ can be avoided by observing certain rules, such as not 


having patients perform the test in the presence of con- 
festive heart failure or within four months after 
cardiac infarction. The same patient should not be 


et 
4. Pearl, R.: Medical Biometry and Statistics, Philadelphia, W. B. 
landers Company, 1940. 
1. Keefer, C. S., and Resnik, W. H.: Angina Pectoris: A Syndrome 
1928, by Anoxemia of the Myocardium, Arch. Int. Med. 41: 769 (June) 


Tee wtvy, R. L.; Williams, N. E.; Bruenn, H. G., and Carr, H. A.: 
Hear A"oxemia Test” in the Diagnosis of Coronary Insufficiency, Am. 
J. 21: 634 (May) 1941. 
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subjected to the test more than once in twenty-four 
hours. A positive anoxemia test is a sign of functional 
insufficiency of the coronary circulation. The test has 
proved to be of diagnostic value in distinguishing pain 
of coronary origin from that due to other causes. It 
offers a graphic record of the efficiency of the coronary 
circulation. 

Master * has devised a two-step exercise electro- 
cardiogram to provide a test for cardiovascular func- 
tion. In his own practice the electrocardiogram taken 
with the patient at rest proved to be normal in 37 per 
cent of patients with angina pectoris proved to be due 
to coronary sclerosis, while two fifths of the patients 
with chest pain and a normal resting electrocardiogram 
were found to have organic heart disease. The two-step 
exercise test consists of ascending and descending two 
9 inch (23 cm.) steps a variable number of times, 
depending on size and weight of the patient, in one 
and one-half minutes. The accustomed nature of the 
work allays apprehension or excitement, thereby reduc- 
ing psychic disturbance to a minimum. 

In interpretation of the two-step exercise electro- 
cardiogram the P-R interval is taken as the control 
level. Depression of the RS-T segment of over 0.5 mm. 
in any lead below the isoelectric level is considered a 
positive result. A change from an upright T wave 
to an isoelectric or inverted T wave is also an abnormal 
response except lead 3. The electrocardiogram of the 
two-step exercise is similar to the electrocardiogram 
in the 10 per cent oxygen test. In a series of tests 
made for the United States Public Health Service 
Baum and his colleagues * found that RS-T depressions 
did not occur in normal persons. The two-step exer- 
cise and a 10 per cent anoxemia test gave the same 
electrocardiographic picture in normal persors. That 
the electrocardiographic changes following exercise are 
correlated with the oxygen supply of the heart muscle 
is shown by the fact that inhalation of mixtures of 
10 per cent oxygen for twenty minutes may produce 
similar changes in the electrocardiogram. Exercise 
produces an oxygen debt. 

The two-step exercise test is of value only when the 
resting electrocardiogram is normal. If this electro- 
cardiogram reveals abnormal conditions an exercise test 
is obviously unnecessary. The electrocardiographic 
changes produced by the two-step exercise are similar 
to those seen in a spontaneous attack of angina. 

A positive exercise electrocardiogram is pathogno- 
monic of insufficiency of coronary circulation. It is not 
necessarily a sign of organic coronary disease; the 
insufficiency may be functional. Patients who are under 
great mental or emotional tension and those suffering 
from anxiety neurosis or severe neurocirculatory 
asthenia may have positive electrocardiograms after the 
two-step test. Coronary insufficiency is practically 





3. Master, A. M.: The Two-Step Exercise Electrocardiogram: A 
Test for Coronary Insufficiency, Ann. Int. Med. 32:842 (May) 1950. 

4. Baum, W. S.; Malmo, R. B., and Sievers, R. F.: A Comparative 
Study of the Effects of Exercise and Anoxia upon the Human Electro- 
cardiogram, J. Aviation Med. 16: 422 (Dec.) 1945. 
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excluded if two tests are negative, a standard electro- 
cardiogram and then one made after a double two-step 
test. The latter consists of a continuation of the climbs 
for another minute and a half. 

Master believes that RS-T depressions in coronary 
insufficiency result because the subendocardial region of 
the heart is more susceptible to anoxemia than is the 
subepicardial region. 

The two tests, the oxygen anoxemia test and the 
exercise electrocardiogram, may in certain circum- 
stances be interchangeable. The usefulness of both 
seems to have been demonstrated. 


PREPAYMENT PLANS IN RELATION TO 
RESTRAINT OF TRADE 


The recent action by the Group Health Cooperative 
of Puget Sound (Washington) against the King County 
(Washington) Medical Society, the King County Medi- 
cal Service Bureau and others for damages and for an 
injunction to restrain them from effecting and main- 
taining an alleged monopoly of medical prepayment 
care plans in King County, Washington, has been 
decided adversely to Group Health Cooperative.'. The 
trial judge dismissed the proceedings on the merits 
on July 14. His 30 page decision concludes with the 
following language : 

“The practice of medicine in the State of Washington is 
subject to licensing and regulations and may not lawfully be 
subjected to ‘commercialization or exploitation.” I am of the 
opinion that the evidence in this case fails to show malice or 
ill will on the part of the defendants toward the plaintiffs and 
that it is insufficient to establish a conspiracy or combination, 
the object of which was to injure or oppress the plairtiffs. 
I can come to no other conclusion than that what the defendants 
did was done by them bona fide in the protection not only of 
their own interests, but those of their profession and the 
welfare of humanity and to that end they adopted such reason- 
able rules and regulations as were calculated to maintain and 
advance the standards of the medical profession.” 


Group Health Cooperative had formally complained 
that the King County Medical Society had, to effect 
the alleged monopoly, expelled from membership in the 
Society, or refused such membership to any doctor 
who furnished prepaid medical care in competition with 
the King County Medical Service Bureau sponsored 
by the Society; practiced social and professional ostra- 
cism on non society member doctors, and on member 
doctors who consulted with or aided doctors under 
contract with Group Health Cooperative; circulated 
false statements that physicians employed on the staff 
of Group Health Cooperative were unethical, incompe- 
tent and professionally unqualified; prevented certifi- 
cation <s specialists of some doctors regularly employed 
on the staff of Group Health Cooperative, and con- 
spired with hospitals whereby hospitals limited the right 
to practice therein and restricted staff membership to 
members of the Society. The case was tried from 
May 24 to June 23, 1950. The decision of the court 
indicates that there was a lack of evidence to support 
the charges made by Group Health Cooperative. 





1. Group Health Cooperative of Puget Sound et al. v. King County 
Medical Society et al., 414538. Superior Court of the State of Wash- 


ington for King County. 
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AN ETHICAL CODE FOR SCIENTISTS 


Pigman and Carmichael ' discuss in a recent issue of 
Science the role of tradition in ethical attitudes oi 
scientific workers. Ethical traditions in the past served 
as a more or less unwritten code of professional ethics. 
Science today is definitely a vital force for the advance- 
ment of society rather than a scholarly pursuit of an 
individual as in the past. Much of the scientific work 
at the present is carried out by groups and not by indi- 
viduals. The interpretation of codification of scientific 
traditions in terms of modern group research is as yet 
an unexplored field. The idea is not new to members 
of the medical profession. Codification of medical 
ethics began with Hippocrates and was the major 
consideration at the first meeting of the American Medi- 
cal Association in 1847. This particular code contains 
both principles of ethical behavior and means of their 
enforcement by its members. A number of scientific 
bodies rely entirely on traditions which have not been 
formalized into a code. In the meanwhile the number of 
ethical problems has increased in proportion to the 
development of various branches of scientific research. 
Investigations into atomic energy, for example, present 
a number of new ethical problems, such as the academic 
freedom of the scientist, his duty to his country and the 
limitations placed on him for military reasons. 

The authors also stress that the scientist has a right to 
insist on conditions favorable to his work. Among the 
minor ethical problems confronting the scientist are 
those related to the authorship and publication of his 
researches, the proprietary right of the inventor and 
the question of publicity. In this connection, the 
Principles of Medical Ethics stress the impropriety of 
advertisement and publicity seeking. In the matter of 
publication of scientific articles, the problems arising 
out of multiple authorship and of “senior” authorship do 
not follow a definite rule. Such matters are best left 
usually to the tact and the understanding of the “senior” 
member. The advisability of establishing a definite code 
of ethics by the various scientific groups is an impor- 
tant and an urgent problem. 


A REPORT OF A SUBCOMMITTEE OF 
THE AMERICAN PUBLIC HEALTH 
ASSOCIATION 


Elsewhere in this issue (page 1274) is an analysis of 
a report of the Subcommittee on Medical Care of the 
Committee on Administrative Practice of the American 
Public Health Association. Since its publication im 
the American Journal of Public Health the report has 
been reprinted and widely circulated. In some quarters 
it appears to have been accepted as an <uthoritative ; 
statement on the quality of medical care in a nation 
health program. For this reason the Bureau of Medi- 
cal Economic Research of the American 
Association has prepared this analysis. 





1. Pigman, W., and Carmichael, E. B.: An Ethical Code for 
Scientists, Science 111: 643-647 (June 16) 1950. 

The action taken by the Board of Trustees on the Subcommittee 
report appears on page 986 of the July 15, 1950 issue of THe of the 
The action -of the House of Delegates appears on page 1088. 
July 22, 1950 issue of Tue Journat. 
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WASHINGTON NEWS 


(From the American Medical Association Washington Office) 


Military Medical Services 


More than a month after the beginning of the war in Korea, 
Military medical services still were critically short of physicians. 
Rate of volunteering remained so low that all three services 
were on the verge of calling up individual members of the 
reserves ; in fact, such orders may be going out by the time this 
is in print. Medical reserves attached to organized units were 
being ordered up as their particular Army, Navy or Air Force 


organizations were put on active duty. However, these doctors 
can be expected only to provide medical service for their own 
units; they are not an answer to the question of how to care 


for the thousands of other volunteers and draftees going into 
uniform each week. 

Results of one Army appeal are evidence that reserves are 
not responding. Early in July the Army sent letters to 3,000 
medical reserves (lieutenants and captains) explaining the 
serious situation and asking them to volunteer for active duty. 
Several weeks later only 200 replies had been received. 
Althoug! about 20 per cent of those replying indicated some 
degree oi interest in active duty, only 15 actually agreed to go 
back into uniform. 

At this stage, specific totals for physicians needed by the 
services are deceptive ; any total mentioned is subject to immedi- 
ate upward revision. However, a realistic figure for the current 
shortage of all three services would be between 1,500 and 2,000. 


Medical Recruits 


medical officials, with the support of the American 
\ssociation and other professional groups, are deter- 
Army 


Army 
Medical 
mined to get medical recruits from another source. 


lawyers are trying to determine whether the Army still has or 
could be given a legal claim on the services of former A.S.T.P. 
men who received one to three years of their education at 


government expense but failed to serve any time on active duty. 
There are approximately 4,500 in this class, only a small fraction 
of whom are in thé reserves. 

The Navy lists 4,200 men in a similar group, its V-12 gradu- 
ates. However, approximately half of these accepted reserve 
commissions and are subject to call at any time. If the Army 
attempts to reach out for its A.S.T.P. graduates through a new 
law, the difficulties would be obvious. Because other groups of 
men received various degrees of training at government expense 
during World War II, any legislation directed toward these 
young physicians would be subject to challenge as discrimina- 
tory. From a moral standpoint, it probably would be argued 
that a high percentage of them would have preferred active 
service during the war but were persuaded that it was their 
duty to remain in medical school. 


Casualties in Korea 


So far not much information is available in Washington as 
fo the rate of battle casualties in Korea or the prevailing type 
of wounds. However, the Far Eastern Field Surgeon, Major 
General Edgar Erskine Hume, has sent back word that he 
*xpects a high rate of psychoneurotic cases because of the 
tature of the fighting. 

An Army spokesman said that, our troops were not leaving 
many wounded behind, despite the almost constant retreat, and 
tall necessary medical supplies and equipment were on hand 
the combat areas. He said evacuation hospitals, mobile 
ring companies” (division hospitals) and mobile surgical 
hospitals were “adequate and operating.” Under the current 

“Y, Casualties who may be expected to be away from their 
ie for 120 days or more are being sent back to Continental 
uited States. The others are hospitalized in Japan or Korea. 


mn 





Korean Health Conditions 


Korea is considered “not healthy’—better than some Far 
Eastern countries but worse than others. Because there is 
virtually no control of water supply and human waste is used 
for fertilizing crops, water is unsafe for drinking and bathing. 
During the four years of American occupation troop discipline 
kept sickness in Korea at a rate “not significantly higher” than 
elsewhere. Although supplies of drugs are on hand in quantity, 
including chloroquine, chloramphenicol and dramamine,” the 
Army anticipates that diarrhea, malaria, scrub typhus and intes- 
tinal and other diseases now may take a heavier toll. 


Women Physicians In the Services 


The Army and the Navy are having difficulty in agreeing 
on the role of women physicians in the services. Currently the 
Navy commissions women physicians as WAVES, then assigns 
them to appropriate medical duties. However, it does not com- 
mission them as medical officers nor does it make any other 
special provisions for them; they remain line officers. The 
Army is anxious to enroll women physicians as medical officers 
on an equal status with male medical. officers. It also desires 
to take in women dentists and others with scientific training, 
such as bacteriologists and laboratory personnel. These con- 
trasting policies came to light at a hearing before the Senate 
Armed Services Committee on H. R. 4384, authorizing the 
Army to utilize women physicians. Rear Admiral Arthur W. 
Dearing, representing the Navy, said: “No need exists in the 
Navy to place women of a particular corps on a different basis 
from all other women in the Naval service. . . . The 
Navy firmly believes in uniformity of treatment of all 
women in accordance with the needs of their respective services.” 
The Army’s deputy surgeon general, Major General George E. 
Armstrong, who spoke also for the Air Force, said that the 
commissioning of women physicians, dentists and other scien- 
tifically trained personnel would relieve the Army’s manpower 
shortage and free more male physicians for duty in combat areas. 
Chairman Tydings appointed Senators Saltonstall and Hunt (a 
dentist) to work on this problem. Admiral Dearing and General 
Armstrong were asked to try to get together on some proposal 
for presentation to the Committee. 


U. S. Medical Academy 


A second bill proposing a United States Medical Academy 
has been introduced in the House by Representative Louis 
Heller (Democrat, New York). In some respects it parallels 
the proposal of Representative Anthony Cavalcante (Democrat, 
Pennsylvania), which was discussed last week, but it is in sharp 
contrast on other fundamental points. Where Mr. Cavalcante’s 
bill rests major authority in the Secretary of Defense, Mr. 
Hellers wants the Surgeon General of the Public Health Service 
to share equally in this authority. Also, Mr. Heller would not 
restrict the graduates to military service but would make them 
available for service in the Public Health Service or any other 
federal agency or department. In general both bills provide for 
appointments on the same basis as those to the Army and 
Navy academies, and both would determine pay, rank and 
allowances of students and faculty much the way the present 
academies do. 


Chronic Disease Division of Public Health Service 


The new tempo has reached into Public Health Service. Its 
Chronic Disease Division may break off long-range surveys and 
programs and turn its efforts toward immediate problems 
directly related to the emergency. This shift still is in the 
talking stage, but persons involved have little doubt that it will 
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be made. It was this division which perfected a multiphasic 
screening program for rapid mass-testing for such major diseases 
as tuberculosis, diabetes and venereal disease. Such a process 
undoubtedly would be an important time-saver in some phase of 
military inductions as well as at large industrial plants. Chronic 
disease officials also are working out plans for greater coopera- 
tion with other agencies, government and private, to meet the 


new problems. 


United Medical Administration 


Arguing that the Korean situation makes action “ten times 
more urgent,” the Citizens Committee for the Hoover Report 
is renewing its drive for a United Medical Administration 
Chis would put under one administration virtually all federal 
health activities, including veterans and military. The Ameri- 
can Medical Association favors the idea of a Health Depart- 
ment but opposes dismembering of VA and the military medical 
services An appeal to pass the U.M.A. bill (S. 2008 and 
H. R. 5182), now in Committee in both Houses, was addressed 
» Senator Scott W. Lucas (Illinois), the Democratic floor 
eader, and Senator Robert A. Taft (Ohio), the Republican 
der. The Hoover Committee chairman, Dr. Robert L. 
Johnson, told the Senators: “What about conserving our 
slender supply of doctors, technicians and nurses while there 
is yet time? The Hoover Commission foresaw a frightful 
shortage of medical manpower even under peacetime conditions. 
It found the government woefully wasteful in its use of medical 
skills. Five bie federal hospital systems compete for doctors 
and nurses. They build hospitals willy-nilly so that some are 
closed while others are opened and others stand half empty. 
There is absolutely no central direction of federal hospitals— 


and no plan.” 


National Conference on Aging 

Sectional Chairman have been selected for the meeting of the 
National Conference on Aging, August 13-15, in Washington. 
The chairmen by section are as follows: Aging and Research, 
Dr. Roy Graham Hoskins, Memorial Foundation for Neuro- 
Endocrine Research; Population Changes, Dr. Philip M. Hauser, 
University of Chicago; Employment and Rehabilitation, Albert 
J. Abrams, New York State Committee on Aging; Income 
Maintenance, Professor Clark Kerr, University of California; 
Health Maintenance and Services, Dr. Dean W. Roberts, 
Maryland State Health Department; Education for an Aging 
Population, Dr. Wilma Donahue, University of Michigan; 
Creative and Recreational Activities, Mrs. Helen Hardy Brunot, 
Welfare Council of New York City; Family Life, Living 
Arrangements and Housing, Joseph P. Anderson, American 
\ssociation of Social Workers, and Dr. Ernest W. Burgess, 
University of Chicago; Religious Programs and Services, Rev. 
Dr. Beverley M. Boyd, Federal Council of Churches of Christ, 
Rev. Robert Brown, National Council of Catholic Charities, 
and Rabbi Sidney E. Goldstein, Stephen Wise Free Synagogue ; 
Community Organization, Dr. Herschel Ward Nisonger, Ohio 
State University, and Professional Personnel, Dr. Aaron J. 
Brumbaugh, Frances Shimer College. 

Clark Tibbits of the U. S. Public Health Service is the 
director. The conference is scheduled mainly for the exchange 
of ideas. However, it is hoped that out of it will come an 
informal channeling of efforts to solve the problems of old 
people as well as a better understanding of their potential value 
to the community. 


Aid to Medical Education 


In a 40 minute speech on the floor of the House of Repre- 
sentatives, Representative Andrew Beimiller (Democrat, Wis- 
consin) roundly denounced the A. M. A. for its stand on legis- 
lation for aid to medical education. With letters of endorsement 
included, Mr. Beimiller’s remarks fill eight pages of the Con- 
gressional Record for July 13. Among the 22 letters which he 
offered in support of his argument for immediate passage of a 
bill were many from presidents of universities and deans of 
medical and dental schools. Mr. Beimiller’s substitute bill for 
aid to medical education, H. R. 8886, is scheduled for considera- 
tion by the House Interstate and Foreign Commerce Commit- 
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tee August 8. A similar bill, H. R. 5940, was pigeonholed by 
the Committee last month. ; 

Mr. Beimiller said “. . . the stalling, twisting, turning cop- 
niving tactics of the American Medical Association cannot con- 
ceal the stark need for this legislation.” He quoted A. M.A. 
spokesmen on the need for more medical training facilities and 
cited a 1948 report of the A. M. A.’s Council on Medical Educa- 
cation, which states, “The question that remains is whether 
the public will provide this support voluntarily or whether it 
will have to be provided by direct federal subsidy.” He cop- 
cluded: “We must pass H. R. 8886 over the objections of a 
blindly selfish A. M. A. officialdom which either stupidly or 
wilfully is interfering with the welfare of our Armed Forces 
and our civilian population. We must either pass H. R. 888% 
or relinquish to the A. M. A. our right to promote the general 
welfare through health legislation.” 

A.M. <A.’s last contact with Congress on this legislation 
occurred in June. At the request of the House Interstate and 
Foreign Commerce Committee, the Association at that time 
addressed a letter to the Committee. It suggested that action 
might be held up until completion of a survey of medical edu- 
cation, currently being conducted by the A. M. A. 


Red Cross Blood Collections 


Under a new decision, the Red Cross will again act as col- 
lecting agency for whole blood needed by the Armed Forces. 
The organization is now faced with a complicated task, requir- 
ing thousands more volunteers and heavy expenditures. Whole 
blood, because it cannot be stored for long periods of time, 
offers a wide range of problems not encountered during the 
last war, when the accent was on blood plasma. Although the 
National Security Resources Board will retain direction of 
the over-all program, the Red Cross will be directly responsible 
to the military forces. This apparently means that the Defense 
Department will place less emphasis on its own blood collection 
program. 


Miscellany 


Although both parties split wide open in the House vote 
that defeated Reorganization Plan 27, the tendency is the reverse 
on general legislation. A check shows that since March both 
Democrats and Republicans are staying closer in line. In the 
House the average Democrat sides with his party 77 per cent 
of the time and the average Republican exactly as often—77 
per cent. In the Senate, the percentages were 82 for Democrats | 
and 72 for Republicans. The same check shows that a conserva- 
tive, Senator Harry F. Byrd (Democrat, Virginia) and a liberal, ' 
Senator Wayne Morse (Republican, Oregon), are the members 


. . : t 
least apt to follow the party line. Both go along with their | 
party colleagues less than half the time. . . . In initial meetings . 
of House-Senate conferees on the Social Security Extension ‘ 

c 


sill CH. R. 6000), the fight to restore permanent and total 
disability benefits has not developed. Although coverage will . 
be greatly extended for old age and survivors benefits, there 

is still no pressure to include physicians and other professional 

personnel, . . . For the first time, a comprehensive national 

survey is being made of the incidence of infection among labora- 

tory and research workers. Questionnaires are being sent to I 
all governmental and private laboratories handling infectious 

agents. Results will be presented-to American Public Health b 
Association’s meeting in St. Louis, next fall. . . . Operating 
under a new designation as the Arctic Health Research Cen- 
ter, Public Health Service experts will expand their 

in health problems peculiar to low temperature environments 
Dr. Jack C. Haldeman, center director, reports that work so 
far has revealed numerous gaps in scientific knowledge in this 
field. For example, trichinosis was discovered among areie 
marine mammals, such as whales, which are important @ , 
human diet in Alaska’s coastal regions. Studies have 
started in environmental sanitation, bacteriology, P 
biochemistry, entomology and animal-borne diseases. . . - 

of an increasing workload, a new division has been in 
Food and Drug Administration to deal with pharmaceutical 
chemistry. Previously these responsibilities had been carried 
out by a section operating under the drug division. <3 
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GOVERNMENT SERVICES 
Public Health Service 


Philippine Health Workers in Training 

Twenty-four Philippine health workers have arrived in the 
United States for one year of training under programs super- 
vised by the Division of International Health. The training 
programs are conducted under a fellowship plan established 


under the Philippine Rehabilitation Act. Before beginning 
advanced training courses this fall at schools of public health 
and public health nursing, the trainees will observe technics of 


public health administration and do field work for public health 
ms conducted by national, state and local health organi- 


rox! 

ey ns. The following trainees will study as indicated: Dr. 
Gera! L. Adan, tropical disease at Tulane University; Dr. 
Josefina B. Barrios-Balea, epidemiology at the University of 
North Carolina; Dr. Concorcia G. Bautista, maternal and child 
care and public health education at the University of North 
Carolina; Dr. Wigberto P. Clavecilla, public health adminis- 
tration at Harvard University; Dr. Andres Y. Cruz, tuberculosis 
control at Johns Hopkins; Dr. Jose Cuyegkeng, bacteriology 
at the University of Michigan; Dr. Lourdes R. Espiritu, 
virology at the University of Pittsburgh; Dr. Jose A. Florendo, 
maternal and child health at the University of California, 


Berkeley; Dr. David A. Garcia, hospital administration at 


Columbia University; Dr. Lauro S. Garcia, tuberculosis con- 
trol at Harvard University; Dr. Emmanuel T.  Gatchalian, 
industrial hygiene at the University of Pittsburgh; Dr. Flor- 
encia Herrera, school health at Yale University; Dr. Ignacia 
de Jesus, venereal disease control at Columbia University; Dr. 
Frat R. Jose, public health nutrition at Harvard Uni- 
versity. and Dr. Marcelina F. Reyes, dentist, public health 
dentistry at the University of Michigan. 


Eliminate Duplication of Quarantine 


The United States and Canada have eliminated duplication 


of public health quarantine inspection requirements for ships 
and aircraft arriving from other countries, effective July 1. In 
the past, ships and .aircraft receiving quarantine inspection in 


Canada had to undergo another inspection on arrival in the 
United States, and vice versa. Exception was made only for 
ships stopping at ports on the international waters between 
the United States and Canada. The new procedure provides 
that a ship or aircraft arriving at any port in either of the two 
countries will be exempt from inspection if it presents a dupli- 
cate certificate of imspection issued at any port in the other 
country. The procedure does not apply to carriers arriving 
in Canada by way of a United States insular possession. 


Grants for Cancer Research 


Public Health Service grants of $1,160,818 to intensify the 
nationwide attack on cancer have been announced. The grants 
were awarded to 137 cancer research projects in 70 nonfederal 
institutions in 30 states and the District of Columbia. Four of 
the grants, totaling $73,441, went to the Roscoe B. Jackson 
Memorial Laboratory at Bar Harbor. Fifty new projects 
are included among the research grants. Two of these are for 
studies of the use of ultrasound for detecting tumors. A $22,000 
grant to the Massachusetts Institute of Technology is for the 
investigation of the use of ultrasound for the discovery and 
precise location of brain tumors. Another grant of $14,040 
is for experiments to develop an ultrasonic method of finding 
cancers of the stomach, the prostate and other parts of the body. 
This project is being conducted at the University of Minnesota. 
The Memorial Cancer Center in New York City is the recipient 
of another new grant, of $10,000 for experiments with the 
reflecting microscope. Dr. C. P. Rhoads and Dr. Robert C. 
Mellors will combine the reflecting microscope with a spectro- 
scope in order to obtain a true picture of the structural changes 
in living cells. 


Course in Laboratory Diagnosis 


A four week course in laboratory diagnosis of bacterial dis- 
eases will be given this fall by the Laboratory Division of the 
Communicable Disease Center of the Public Health Service. 
The course is divided into part 1 (September 11-22) and part 2 
(September 25-October 6). The training program will be con- 
ducted at the center’s Bacteriology Laboratories in Chamblee, 
Ga. Employees of state and local public health department 
laboratories are given first consideration, but applicants from 
hospitals and nonprofit laboratories are eligible for the course 
when vacancies exist. Applicants must have approval for the 
training from their state health officer. There is no tuition 
charge or laboratory fee, but travel and living expenses must 
be arranged and paid by the applicant or his employer. Infor- 
mation may be obtained from the Laboratory Division, Com- 
municable Disease Center, 291 Peachtree Street, N. E., 
Atlanta, Ga. 


Personal 


Dr. Paul Campbell, dermatologist with the Division of Indus- 
trial Hygiene of the Public Health Service, resigned August 
1 to enter private practice in Fayetteville, N. C. Dr. Campbell 
was commissioned in the regular corps in 1943. Before enter- 
ing the Public Health Service, he was county health officer 
in Fayetteville. 


Miscellaneous 


Fellowship Program in Industrial Medicine 


A fellowship program for training industrial physicians will 
be started by the Atomic Energy Commission this fall, if 
qualified candidates can be obtained. During the 1950-1951 
academic year, up to four qualified candidates will be selected 
tor academic training in industrial medicine. The stipend for 
fellows will be $3,600. During 1951-1952 an additional year 
of on-the-job training at AEC installations will be offered to 
selected physicians who complete the first year of academic 
traming. On-the-job training would carry a salary of $5,000 
per year. 

The need for qualified industrial physicians throughout atomic 
Caergy installations is critical, and at the end of the two year 
training period fellows may find employment in the program. 
However, there will be no commitment on the part of AEC 
cither to continue the applicant’s training beyond the fellowship 
year or to provide the applicant with employment on complet- 


ing training. On the other hand, the applicant assumes ne 
obligation to take the on-the-job year of training or to seel 
employment with the AEC or its contractors. All candidate. 
will be required to have a full security investigation and clear- 
ance before being appointed. Two of the fellows selected this 
year will be sent to the University of Rochester School of 
Medicine, Rochester, N. Y., and two will enter the Department 
of Occupational Medicine, School of Public Health, University 
of Pittsburgh. Selection of candidates for the first year fellow- 
ships will be made by a committee, under the chairmanship of 
Dr. James H. Sterner, consultant to the Division of Biology 
and Medicine, AEC. Prospective applicants should have com- 
pleted a medical course and a satisfactory internship plus one 
year of residency in internal medicine or its equivalent. 

Application forms for AEC industrial medicine fellowships 
may be obtained from the AEC Industrial Medicine Fellowship 
Committee, Division of Biology and Medicine, Atomic Energy 
Commission, Washington 25, D. C. 
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MEDICAL NEWS 


(Physicians will confer a favor by sending for this department items of news of general 
interest: such as relate to society activities, new hospitals, education and public 
health. Programs should be received at least two weeks before the date of meeting.) 


ALABAMA 

Society News.—The Alabama Dermatology Society elected 
the following officers for the coming year: Drs. Ray O. Noojin, 
Birmingham, president, and James S. Snow, Tuscaloosa, sec- 
retary-treasurer 

University Library Receives Kracke Mementos.—A 
collection of books; diplomas, certificates, photographs and per- 
sonal items of interest belonging to Dr. Roy R. Kracke has 
been donated by his family to the Library of the Medical College 
of Alabama, Birmingham. This material is arranged for dis- 


play at the medical college 


COLORADO 


Rheumatic Fever Library.—The Colorado Rheumatic 
Fever Library has been established at the University of Colorado 
School of Medicine. It is hoped that this library will contain 


reprints or comes of every article that has been written on 


rheumatic fever This material will be cross indexed and 
assembled in bound volumes by years and will ultimately be 
made available to all workers in the field of rheumatic fever in 
the form of a photostat and abstract service. Valuable assistance 
can be given by those writing in the field and those willing to 
dispose of reprint collections who will contribute papers. 
Reprints and inquiries should be sent to Ward Darley, M.D., 
Dean, University { Colorado School of Medicine and Hos- 


pitals, 4200 East Ninth Avenue, Denver 7 


DISTRICT OF COLUMBIA 


Dr. Hufnagel Named to Georgetown Staff.—Dr. Charles 
\. Hufnagel, Richmond, Ind., has been appointed assistant 
professor of surgery and professor of experimental surgery at 
Georgetown University School of Medicine, effective August 1. 
Dr. Hufnagel, a graduate of Harvard Medical School (1941), 
served as a resident in pathology at Boston City Hospital. In 
1944 he was appointed an assistant in surgery at the Harvard 
Medical School and advanced to instructor in surgery and to 
director of the Laboratory for Surgical Research. Dr. Huf- 
nagel has received the Distinguished Service Award to the 
Nation’s Ten Outstanding Young Men by the National Junior 
Chamber of Commerce and the like award from the Indiana 
Junior Chamber of Commerce. 

Anna Bartsch Fund.—The sum of $20,000 has been given 
to the George Washington University School of Medicine by 
Dr. Anna Bartsch-Dunne in memory of her mother. Under the 
terms of the gift the income is to be used, first, to make one 
award annually in the school of medicine to a woman of out- 
standing scholarship, character and promise who intends to make 
the practice of medicine her life profession, and second, to 
establish another scholarship for a woman intern in the George 
Washington University Hospital or in any accredited hospital 
in the District of Columbia which shall offer an internship in a 
specific field not offered by the university hospital. The school 
of medicine scholarship may be awarded to the same woman 
during her four years of medical studies, and the intern scholar- 
ship may be awarded for two consecutive years to the same 
woman student. In the event that there is no suitable candidate, 
the income from the fund may be used for research in medicine 
until a suitable candidate presents herself. The fund created by 
this gift is to be known as the “Anna Bartsch Fund, Founded 
by Dr. Anna Bartsch-Dunne” as a memorial to her mother. 


FLORIDA 

Personals.—Dr. Samuel R. Norris, chief of the department 
of obstetrics at St. Luke’s Hospital, Jacksonville, since 1926, has 
been honored by the hospital board of directors, who have 
dedicated a portion of the maternity building of the hospital as 
the “Dr. Samuel Royall Norris Wing.” Dr. Helmut R. 
Gutmann, a research associate at the University of Tennessee 
College of Medicine, Memphis, has been appointed assistant 
research professor and biochemist in the Cancer Research Labo- 
ratory of the University of Florida at Gainesville. 





Open Tuberculosis Hospital.—The Southeast Florida 
Tuberculosis Sanatorium was dedicated and opened to the public 
in Lantana July 16. It will serve seven counties: Broward, 
Collier, Dade, Martin, Monroe, Palm Beach and St. Lucie. The 
400 bed hospital cost $3,659,682 and was built under the Hospital 
Survey and Construction Act. The sanatorium is a cooperative 
project of the seven counties it will serve, county tuberculosis 
and health associations, the state tuberculosis board and the 
state improvement commission. 


GEORGIA 


Seminar in Exfoliative Cytology and Diagnosis of 
Cancer.—The Medical College of Georgia, Augusta, is offering 
a seminar in exfoliative cytology and the diagnosis of cancer 
for general practitioners, gynecologists and pathologists. The 
senmnar provides a concentrated program of teaching on the 
fundamentals of these subjects the week of September 18-23. 
Adequate facilities are available for microscopic and laboratory 
studies. This is followed by a second week of training, Sep- 
tember 25-30, for those who wish to study the ample material 
available. The faculty will consist of distinguished speakers 
from outside the state, Switzerland and England as well as from 
the medical college. Tuition is $75 for one week and $100 for 
two weeks. Inquiries should be directed to Dr. H. E. Nieburgs, 
Director, Department of Clinical Cytology, Medical College of 


Georgia, Augusta. 
ILLINOIS 


State Health Department Reorganized.—Thoe first step in 
the reorganization of the state department of public health to 
achieve greater efficiency and economy became effective August 
1, when the department’s fifteen divisions were merged into six 
units. New divisions are those of general services, personal 
health services, hospital and institutional services, local health 
services, environmental health services and laboratory services. 
The reorganization follows, in general, recommendations made 
by the U. S. Public Health Service, which recently completed an 
extensive survey of the state health department. 


Chicago 

Faculty Appointment.—W. Glen Moss, Ph.D., has been 
appointed an assistant professor of physiology at the University 
of Illinois College of Medicine. He received his master of arts 
degree in physiology from the University of Chicago and his 
Ph.D. degree in physiology from the University of Illinois. 
Between 1942 and 1948 Dr. Moss performed research and served 
as an instructor in the department of physiology at the uni- 
versity. Prior to his present appointment he served as an asso- 
ciate professor of pharmacology at Temple University School of 


Medicine, Philadelphia. 
KENTUCKY 

Conference to Plan Poliomyelitis Procedures.—A con- 
ference was held July 6 at the Brown Hotel, Louisville, to 
discuss preparations for taking care of infantile paralysis victims 
should a serious outbreak of poliomyelitis occur in Kentucky 
this year. Dr. Elmer L. Henderson, Louisville, chairman of 
the Medical Advisory Committee of the Kentucky Chapter, 
National Foundation for Infantile Paralysis, called the meeting, 
which representatives of 14 health organizations as well as other 
health officials attended. Participating in the conference were 
the Kentucky State Department of Health, Kentucky Cc 
Children Commission, Louisville-Jefferson County H 
Department, Kentucky State Hospital Association, Ken 
State Police, State Physical Therapy Association, Kent 
Society for Crippled Children and the University of 
School of Medicine. Mr. Neil Dalton, chairman of the Ker 
tucky Chapter, National Foundation for Infantile Pa 
stated the chapter had about $100,000 for use in the event 


an epidemic. 
MINNESOTA 


Personal.—Dr. Frank H. Krusen, Rochester, was per | 


made a member of the Danish Society of Physical Medicine 


was given an honorary membership in the British A es 


of Physical Medicine. 
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Symposium on Hypertension.—The University of Minne- 
sota will present a Symposium on Hypertension on the campus 
September 18-20 in honor of Drs. Elexious T. Bell, Benjamin 
J. Clawson and George E. Fahr. Drs. Bell and Clawson retired 
from the department of pathology in June 1949 and Dr. Fahr 
from the department of medicine in June 1950. All three have 
had special interest in hypertension. The symposium will bring 
to the university distinguished scientists from the United States 
and abroad. Support has been provided by the Variety Club, 
the Mayo Foundation and the university. All interested phy- 
sicians will be welcome. 

MONTANA 

State Medical Election.—At the July meeting of the Mon- 
tana State Medical Association Dr. Clyde H. Fredrickson, 
Missoula, was installed as president. Other officers for the 
year include: Drs. Francis L. McPhail, Great Falls, president 
elect: Herbert T. Caraway, Billings, secretary-treasurer, and 
Raymond F. Peterson, Butte, delegate to the American Medical 
Association with Thomas L. Hawkins, Helena, as alternate. 


NEW YORK 


Mental Hygiene Department Secretary Dies.—Paul O. 
Komora, administrative secretary of the New York State 
Department of Mental Hygiene since April 1944, died in July 
in Albany. He was for many years associated with the National 
Committee for Mental Hygiene. 

Sanitarium Centennial.—The Clifton Springs Sanitarium 
and Clinic will mark its one hundredth anniversary September 
13 by opening a five day program. On September 13-14 the 
sanitarium and the Seventh District Branch of the Medical 
Society of the State of New York will sponsor a two day 
medical program with clinical conferences, round table discussions 
and formal medical papers. Among the visiting speakers will be: 
Dr. Thomas Francis Jr., Ann Arbor, Mich.; Dr. Hobart A. 
Reimann, Philadelphia; Dr. Grover C. Penberthy, Detroit, and 
Dr. Philip Thorek, Chicago. Dr. Carlton E. Wertz, Buffalo, 
president of the New York State Medical Society, also will be 
among the speakers. All meetings will be held during the after- 
noon and evening. A banquet is scheduled for 7 p. m. Thursday. 


New York City 


Society News.—Officers of the Bronx County Medical 
Society, beginning their terms July 1, include Drs. Abraham B. 
Tamis, president; Abraham J. Gleischer, president elect ; Good- 
latte B. Gilmore, secretary, and Charles W. Frank, treasurer. 


Hospitals Receive Arthritis and Rheumatism Founda- 
tion Grants.—The first of a total of $19,950 in grants was dis- 
tributed July 25 to twenty-three arthritis clinics in twenty 
metropolitan hospitals by the New York Chapter of the Arthritis 
and Rheumatism Foundation. Grants from the foundation's 
1949-1950 fund campaign were made to expand and improve 
clinic facilities for the diagnosis and treatment of rheumatic 
diseases. They were based on immediate needs of the hospitals, 
evaluated by the Medical and Scientific Committee of the New 
York Chapter. 

Health Department Lectures for Physicians.—A four- 
teen week series of meetings for physicians, designed to provide 
inlormation on the latest developments in medical practice, will 
begin on September 9 under the auspices of the New York City 
Department of Health. The seminar has been arranged espe- 
cally to meet the needs of the general practitioner who desires 
to be kept informed about advances in diagnosis, treatment and 
Management of disease. The lectures will be held on consecutive 
Saturday mornings through December 16, beginning at 10:30 
a m. in the second floor auditorium of the health department 
building. No registration or fee is required. Meetings will be 
informal, and free discussion from the floor will be encouraged. 
Physicians attending may be reached by calling WOrth 2-6900, 
extension 252, The schedule for September is as follows: 

Sept. 9, George A. Perera, Present Status of Cortisone and ACTH. 

Beals, H- Houston Merritt, Newer Drugs in the Daily Treatment of 

Sept. 23, William H. Stearns, Antibiotics and BCG in the Treatment 

and Prevention of Tuberculosis. 

Sop 30, Thomas H. Jukes, Ph.D., Pearl River, N. Y., Role of Vitamin 

2 in the Anemias and Growth. 


PENNSYLVANIA 

_Personal.— More than 300 friends and guests attended a 
‘ in honor of Dr. William L. Estes Jr., chief surgeon of 
* Luke's Hospital, Allentown, on June 1. Dr. Estes has been 

liated with the hospital for 32 years. 
Mery Society Urges Blood Typing for All Persons.— 
the typing of every person in the state as a protection against 
effects of _an atomic attack has been recommended to the 
s Civil Defense Committee by the Committee on 
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Emergency Disaster Medical Service of the Medical Society of 
the State of Pennsylvania. All citizens of the commonwealth 
will be urged, through an educational program soon to be 
established, to voluntarily have their blood typed. Each person 
will carry with him, on his Social Security card, automobile 
driver’s license, on a metal disk, or in some other manner, a 
mark indicating his blood type. Plans for mass blood typing are 
being considered and will be announced later by the medical 
society, which has been given the responsibility for planning 
medical care in the state in the event of disaster. 


TENNESSEE 
Course in Instrumentation.—The Special Training Divi- 
sion of the Oak Ridge Institute of Nuclear Studies will conduct 
a two week course in instrumentation for radioisotope work 
from September 5-15 in the institute’s Training Building. 
Emphasis will be on fundamental instrumentation for applied 
problems in nuclear science. The course will be open to chemi- 
cal instrument specialists, electrical engineers, physicists or 
others specializing in instrumentation. A knowledge of nuclear 
radiation properties and experience in electronic instruments 
design are prerequisites for attendance at the course, which 
will be limited to forty participants. A registration fee of $25 
is payable on arrival. Participants will be expected to pay 

their own living and traveling expenses. 


WASHINGTON 

Personals.—Dr.. Doland G. Corbett, Spokane, president of 
the Washington State Medical Association, has been appointed 
to the University of Washington Board of Regents. Dr. Corbett 
has been on the university's medical school advisory committee 
since its inception. Dr. Arthur F. Cunningham, Spokane, 
was recently installed as president of the Spokane Surgical 
Society. 

Symposium on Arteriosclerosis and Arteriosclerotic 
Heart Disease.—The Washington State Heart Association in 
cooperation with the Washington State Department of Health 
will present the second annual symposium on arteriosclerosis 
and arteriosclerotic heart disease September 8-9 at the Daven- 
port Hotel in Spokane. Speakers include: 





Wilhelm C. Hueper, Bethesda, Md., Pathogenesis of Arteriosclerosis. 
John W. Gofman, San Francisco, Biochemistry of Arteriosclerosis. 
Carl J. Wiggers, Cleveland, Dynamics of the Coronary Circulation. 
Charles Marple, San Francisco, Modern Concepts in the Therapy of 


Coronary Disease. 
HAWAII 


Territorial Medical Election.—New officers of the 
Hawaii Territorial Medical Association installed and elected 
at the annual meeting in Hilo May 6 are Drs. Rogers Lee 
Hill, president, and Harry L. Arnold Jr., president-elect. Drs. 
Irvin L. Tilden and Edwin K. Chung-Hoon were elected last 
year to serve as secretary and treasurer for three years, so they 
continue in office. These officers are all from Honolulu. 


GENERAL 


Neurosurgical Society Meeting. — The Neurosurgical 
Society of America will hold its annual meeting at the Cloister, 
Sea Island, Ga., September 14-16. The program will consist of 
panel discussions on hydrocephalus and herniated lumbar inter- 
vertebral disks, a neuropathologic conference and a series of 
papers on original work by members. 

Nobel Prize Foundation Anniversary.—The fiftieth anni- 
versary of the foundation of the Nobel Prize will be held in 
Stockholm, Sweden, in December. All the Nobel Prize winners 
who are still alive, who number about 150, are invited to come 
to the Swedish capital for a week of celebrations. This will 
bring together the greatest number of Nobel Prize winners ever 
assembled at one time. A jubilee publication will soon be 
issued which will give a survey of the developments in medicine, 
chemistry and literature in the last half-century. 

Foundation on Mental Deficiency.—The American Foun- 
dation on Mental Deficiency was voted into being at the annual 
meeting of the American Association on Mental Deficiency in 
May. It is to be a national organization to coordinate lay 
groups and to further work in the field of mental deficiency. 
At the first meeting later this year a constitution and by-laws 
will be drawn up. The American Association on Mental 
Deficiency will serve as a professional advisory body, work out 
minimum standards and advise on projects. Of the 20 members 
of the board of directors of the foundation, eight will be 
appointed from the association, eight will be interim members 
from parents’ organizations and four will be chosen from the 
general public. The interim members will serve until the 
proposed national organization is officially formed. 
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Biological Photographic Association Convention.—The 
twentieth anniversary meeting of this association will be held 
at the Hotel Sheraton, Chicago, September 6-8. Papers on 
surgical motion picture photography, photomicrography, photog- 
raphy of gross specimens, stereophotography, legal aspects of 
patient photography and the preparation of prints tor publication 
will be presented. Physicians interested in clinical photography 
are invited to attend. For information and/or a copy of the 
preliminary program write to: Ralph P. Creer, Convention 
Chairman, American Medical Association, 535 North Dearborn 
Street, Chicago 10 

Society Elections.—At the annual meeting in Atlantic City, 
N. J., the American Society for Pharmacology and Experi- 
mental Therapeutics elected the following officers: Drs. Carl 
I’, Schmidt, Philadelphia, president ; McKeen Cattell, New York, 
vice president; Harvey B. Haag, Richmond, Va., secretary, and 
Ko kK. Chen, Indianapolis, treasurer. The next annual meeting 
will be held in Cleveland during the week of April 29, 1951.—— 
The American’ Diabetes Association at its annual meeting in 
San Francisco in June elected the following officers for the 
coming year: Drs. Lester J. Palmer, Seattle, president; Arthur 
R. Colwell, Evanston, IIL, first vice president; Frank N. Allan, 
Boston, second vice president; John A. Reed, Washington, 
D. C., secretary, and Joseph H. Barach, Pittsburgh, treasurer. 

Cancer Institute Fellow Goes to Israel.—Dr. Isaac 
Berenblum, a special fellow at the National Cancer Institute 
since 1948, will become head this fall of the department of 
experimental biology at the Weizmann Institute, Rehovoth, 
Israel. Dr. Berenblum came to the National Cancer Institute 
from Oxford University, England, where he taught at the Sir 
William Dunn School of Pathology and was in charge of the 
Oxford University Research Center of the British Empire 
Cancer Campaign. Dr. Berenblum received his medical degree 
from the University of Leeds, England, in 1926. For 25 years 
he has been investigating the stages of development occurring 
between carcinogenic application and tumor appearance. Dr. 
Berenblum’s present research has been to determine which 
carcinogenic stage is influenced by genetic factors in inbred 
mouse strains 

International Congress of Psychiatry.—This congress, 
representing forty-one countries, will be held at the Sorbonne in 
Paris September 18-27. Six major subjects will be under 
discussion in section meetings: (1) Psychopathology of 
Delusions, (2) Application of Mental Tests to Clinical Psy- 
chiatry, (3) Cerebral Anatomy and Physiology in the Light of 
Lobotomies and Topectomies, (4) Indication of Shock Therapy 
Methods, (5) Evolution and Present Trends of Psychoanalysis 
and (6) Genetics and Eugenics. Dr. Franz Alexander, Chicago, 
will preside over and will address section 5. Other speakers 
from the United States include Drs. David Rapaport, Stock- 
bridge, Mass., Walter Freeman, Washington, D. C., Ladislas 
J. Meduna, Chicago, and Raymond de Saussure, Manfred Sakel 
and Franz J. Kallmann, all of New York. There will also be 
symposiums in small groups. Discussions will be in English 
and French. 

International Congress of Internal Medicine.—This con- 
gress will be held at the Paris University Faculty of Medicine 
September 11-14 under the sponsorship of the International 
Society of Internal Medicine. Papers will be presented on 
antibiotics, radioactive substances, endocrinology, renal diseases, 
diseases of the lungs, new methods of heart and vessel diagnosis 
and tropical hematic, rheumatic and infectious diseases, gastro- 
enterology and nutrition. Physicians from the United States 
appearing on the program include: 

George W. Thorn, Boston, Clinical Studies of Pituitary Adrenocortico- 

tropic Hormone (ACTH). 
Philip Smith, New York, Anterior Pituitary: Clinical Studies. 
Milton B. Plotz, New York, Relation Between Fat Metabolism and 
Arterial Diseases 

William J. Kerr, San Francisco, Postural Syndrome with Obesity and 
Pulmonary Emphysema Resulting in Coronary and Cerebral Vascular 
Insufhciency 

Maurice Sokolow, San- Francisco, Unipolar Electrocardiogram in Con- 

genital Heart Disease 

Byron E. Hall, Rochester, Minn., Studies on the Nature and Source 

of Intrinsic Factor of Castle. 
Languages of the congress are English and French. Suhscrip- 
tion fees are 2,000 French francs for titular members and 1,000 
for associate or auditor members. 


Grants and Fellowships in Cancer Research.—The Com- 
mittee on Growth of the National Research Council, acting for 
the American Cancer Society, is accepting applications for 
grants and fellowships. Applications for new grants will be 
received until October 1. Investigators now receiving grants 
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will be notified individually regarding application for the 
extension of these grants, with final decision to be made early in 
1951. Grants approved at this time ordinarily will become 
effective July 1, 1951. Fellowships available include both fellow- 
ships in cancer research of the American Cancer Society and 
Damon Rungon clinical research fellowships, financed by the 
Damon Runyon Memorial Fund. Applications may be syb- 
mitted at any time. Those received prior to November ] 
will be acted on by the committee in December. Those received 
between November 1 and March 1 will be considered in April, 
Fellowships ordinarily will begin July 1, though this date may 
be varied at the request of the applicant. During the past year 
the American Cancer Society, on recommendation of the Com- 
mittee on Growth, has awarded grants and fellowships approxi- 
mating $2,000,000. A program of similar magnitude js 
contemplated for the coming year. Communications should be 
addressed to the Executive Secretary, Committee on Growth, 
National Research Council, 2101 Constitution Ave. N. W,, 
Washington, D. C. 

Prevalence of Poliomyelitis.——Reports of cases of polio- 
myelitis for the periods indicated have been received from the 
National Office of Vital Statistics, U. S. Public Health Service. 


Week Ended Five 
—_—_-— ~ Total* Year 
July 2, July 3, -—— Se Median, 
vow IMiy 1950 wu 1945-1949 
United States Total....... sl4 1,300 3,809 4%) 2,725 
Northeastern States: 
RES —— 1 14 7 48 4 
New Hampshire............ se 5 2 s 7 
Wiss stidnenecsesesées 2 2 4 } 3 
Massachusetts..... sécke 7 31 21 100 9 
Rhode Island... ave ball © 5 3 7 1 
Connecticut... ........ eos 4 9 2 > 1b 
Middle Atlantic States: 
RS Ree ae 4 116 227 252 117 
PTT ee l2 21 SS 7 70 
Pennsylvania....... bsdaud 17 6 os a) 31 
East North Central States: 
sccesens meee sees 30 38 83 s 8 
Pe ccc. dbetkanteadedes 10 “4 29 181 21 
SS ee 45 75 131 Iss 74 
Michigan.......... pdauas 1s x SY l 26 
Wis incedcescateces 10 zy dy 58 ul 
West North Central States: 
Nn inna diunnhbaenit Sy 7 6 Qu .S) 
i. iadukhadedtnadanendibne 42 45 129 112 47 
Missouri....... saubbbbnans 7 73 RX 1m ba!) 
North Dakota... .......... ee 17 1 a) 7 
South Dakota........ nae 4 6 2 Ryd ly 
EE ctcnnctens shbnwe il 25 os él 3 
SE ee ee 19 45 47 ill 41 
South Atlantic States: 
i a ee ee ae a ni 2 . 5 
ee 3 4 10 11 9 
District of Columbia...... s 7 26 11 lv 
0) a eee 76 17 149 32 3 
kee ll 21 46 61 10 
North Carolina............ 2 16 74 56 M4 
South Carolina............ 22 3 33 v 19 
DR ani sccccsnondesecs 4 LB 43 49 & 
I cncsnechetbnwenase 5 3 77 63 ws 
East South Central States: 
ND 3. ale auhibes sds 40 #1 106 95 38 
ecceeoe das ceseses 21 4 85 115 B 
BN incbicvdcctdcetuas 16 14 81 M 6 
ee 23 25 lot 10 aw 
West South Central States: 
Pe SS Te 18 9 78 405 w 
| re 21 13 87 738 36 
ORIAMOMIR. . 2.000sc0cesecces Report not received 
CL esiindabeeskaces ea ill sy 102 = s1,017 14 
Mountain States: 
SI. ccccknacbeschaie 1 2 5 y 9 
Sa an 16 17 & 9 
ll I a ER ae 7 7 15 M4 Y 
Ca dhebasdtesess ee 7 16 R 4 vv 
New Mexico............ 7 13 23 43 6 
Ps divdsdcchensnkeas 4 33 19 ~ 
eT ee ° 9 39 
PE cbbsdenvctecd caches P 3 S = 
Pacific States: 
Washington............... g 12 = 38 . 
Gtpakoce stdevettenceea 3 4 36 “4 m4 
0 SS D4 80 304 419 


* Beginning with the 12th week of each year. 


CORRECTION 
Resuscitation After Apparent Death from Spinal Ane 
thesia.—In the article by Hyde and Moore in THE 
July 1, page 805, in the eleventh and twelfth lines from te 
beginning of the article, the abbreviations “mg. should 
been “Gm.” 
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_ eee Little Rock, Oct. 3-4. Sec, Mr. L. E. Gebauer, 1002 
/ ° hd ° Yonaghey Bidg., Little Rock. 
Medical Examinations and Cotoravo: Examination. Denver, Sept. 13-14. Sec., Dr. Esther B. 


Stocks, 1459 Ogden St., Denver -" ‘ wae Dacia | 
2 JisTRICT OF COLUMBIA: ‘ashington, ct. 23-24, v. anie m 
Licensure Seckinger, 4130 E. Municipal Bldg., Washington. 
F.Loripva: Jacksonville, Nov. 11. Sec., Mr. M. W. Emmel, University 
of Florida, Gainesville. 


COMING EXAMINATIONS AND MEETINGS lows: Des Moines, Oct. 10. Sec., Dr. Ben H. Peterson, Coe College, 
Cedar Rapids. 
EXAMINING BOARDS IN SPECIALTIES altho Examination. Ann Arbor, Oct. 13-14. Sec., Miss Eloise 

American Boarp or ANESTHESIOLOGY: Oral. Chicago, Oct. 8-11. LeBeau, 101 North Walnut Street, Lansing 15. Z 
Sec., Dr. Curtiss B. Hickcox, 745 Fifth Ave., New York 2 MINNESOTA: Minneapolis, Oct. 3-4. Sec., Dr. Raymond N. Bieter, 

Amwertcan Boarp OF DERMATOLOGY AND SyY PHILOLOGY: Written. 105 Millard Hall, University of Minnesota, Minneapolis 14. x 
Various locations, Sept. 14. Oral. Detroit, Oct. 20-22. Sec., Dr. George Nesraska: Examination. Omaha, Oct. 3-4. Director, Mr. Oscar F. 
M. Lewis, 66 East 66th St., New York 21. Humble, Room 1009, State Capitol Building, Lincoln ~ 

AwericaN Boarp oF INTERNAL Mepicine: Written. Oct. 16. Asst. New Mexico: Examination. Santa Fe, Sept. 17. Sec., Mrs. Mar- 
Sec., Dr. William A. Werrell, 1 West Main Street, Madison 3, Wis. guerite K. Cantrell, Box 1522, Santa Fe. ‘ . 

AwericAN Boarp oF NEUROLOGICAL SuRGERY: Chicago, Oct. 1950. Ox.Lanoma: Examination. Oklahoma City, Sept. 15. Sec., Dr. Clinton 
Applications no longer accepted. Sec., Dr. W. J. German, 789 Howard Gallaher, 813 Braniff Building, Oklahoma City. _ é 
Ave.. New Haven, Conn. Orecon: Examination. Portland, Sept. 9. Sec., Dr. C. D. Byrne, 

AwertcAN Boarp oF Osstetrics anp Gynecotocy. Part I, Written University of Oregon, Eugene. : ae 
Exam nation and Review of Case Histories. Various locations, Feb. 2, Ruopve Istanp: Examination. Providence, Nov. 8. Chief, Division 
1951. Final date for filing applications is Nov. 5. Sec., Dr. Paul Titus, of Professional Regulation, Mr. Thomas B. Casey, 366 State Office 
1015 Highland Bidg., Pittsburgh 6. Building, Providence. . : 

A) icAN BOARD OF OPpuntTHaLMOLoGy: Written. Various Centers, Sout DAKOTA: Vermillion, Dec. 1-2. Sec., Dr. Gregg M. Evans, 
Jan. 5 1951. San Francisco, March 11-15; New York, May 31-June 4. 310 E. 15th St., Yankton. | ; : 7 
Sec., Dr. Edwin B. Dunphy, 56 Ivie Road, Cape Cottage, Maine. Tennessee: Memphis, Sept. 21-22. Sec., Dr. O. W. Hyman, 874 

Awexican Boarp oF Ortuoragpic Surcery: Part 11. Chicago, Jan. Union Ave., Memphis 3. 

25-2 Final date for filing applications is Aug. 15, 1950. Sec., Dr Texas: Examination. Austin, October. Sec., Brother Raphael Wilson, 
Harold A. Sofield, 122 South Michigan Avenue. Chicago 3. 306 Nalle Building, Austin. ; t 

A IcAN BOARD OF OTOLARYNGOLOGY: Chicago, Oct. 3-6. Sec., Dr. Wisconsin: Examination. Milwaukee, Dec. 2. Sec.. Mr. W. H. 
Dean M. Lierle, University Hospital, lowa City. Barber, Scott and Watson Sts., Ripon. 

Awerican Boarp or Patuotocy: St. Louis, Oct. 13-14. Sec., Dr. 

Robert R. Moore, 507 Euclid Ave., St. Louis 10. 


Am:xican Boarp oF Pepiatrics: Oral. Chicago, Oct. 13-15 and 
Boston, Dec. 1-3. Exec. Sec., Dr. John McK. Mitchell, 6 Cushman Road, 


— LicAN  BOaKo oF Puysicat MEDICINE AND REHABILITATION: Oral Coming Medical Meetings 


and |i ritten. Boston, Aug. 26-27. Final date for filing applications is 
Apri! Sec., Dr. Robert L. Bennett, 30 N. Michigan Ave., Chicago 
AwrricaAN BOARD OF PREVENTIVE Mepicine AND Pustic Heattn: Alaska Territorial Medical Association, McKinley Park, Aug. 17-19. 
St. | s, Oct. 28-29. Sec., Dr. Ernest L. Stebbins, 615 N. Wolfe St., Dr. William P. Blanton, Box 2569, Juneau, Secretary. 
Balt ‘ ; American Hospital Association, Atlantic City, Sept. 18-22. Mr. George 
Ay sn Boarp oF Psycutatry AND Nevrotocy: Next examination, Bugbee, 18 E. Division St., Chicago 10, Executive Director. 
Dec 19. Final date for filing oggiene is Sept. 1. American Association of Obstetricians, Gynecologists and Abdominal Sur- 
A \N Boarp or Surcery: Written. Various Centers, Oct. 25. geons, The Homestead, Hot Springs, Va., Sept. 7-9. Dr. Leroy A. 
Wr Various centers, March 1951. Final date for filing applications Calkins, University of Kansas Medical Center, nNansas City 3, Secretary. 
is Dec 1, 1950. See., Dr. J. Stewart Rodman, 225 South 15th Street, American Congress of Physical Medicine, Boston, Aug. 29-Sept. 1. Dr. 
Phil hia. Richard Kovacs, 2 E. 88th St., New York City 28, Secretary. 
Ab sn Boarp or Urotocy: Chicago, Feb. 10-14, 1951. Final date Biological Photographic Association, Hotel Sheraton, Chicago, Sept. 6-8. 
fo applications is Sept. 1, 1950. Sec.. Dr. Harry Culver, 7935 Mr. Lloyd E. Varden, Pavelle Color, Inc., 533 W. 57th St., New York 
Sur Road, Minneapolis 21. City 19, Secretary. 


BOARDS OF MEDICAL EXAMINERS Idaho State Medical Association, Sun Valley, Sept. 6-9. Dr. Alfred M. 
Popma, 220 N. First St., Boise, Secretary. 


Ataska:* Juneau, Sept. 5. Special examinations given on application. National Medical Association, Hampton Institute, Hampton, Va., Aug. 28- 


Sec., W. M. Whitehead, Box 140, Juneau. Sept. 1. Dr. John T. Givens, 1108 Church St., Norfolk 10, Va., General 
CaLirornta: Examination, Written. Los Angeles, Aug 21-24; Sacra- Secretary. 
mento, Uct. 16-19. Examination, Oral and Climcal for Foreign Medical New Hampshire Medical Society, Mt. Washington Hotel, Bretton Woods, 
Sch idnates. Los Angeles, Aug. 20; San Francisco, Nov. 12, Reci- Sept. 10-12. Dr. Deering G. Smith, 44 Chester St., Nashua, Secretary. 
procit ral Examination. Los Angeles, Aug. 19; San Francisco, Nov. Vermont State Medical Society, Mt. Washington Hotel, Bretton Woods, 
ll. Sec.. Dr. Frederick N. Scatena, 1020 N Street, Sacramento 14. N. H., Sept. 10-12. Dr. James P. Hammond, 128 Merchants Row, 
Coi KADO:* Denver, Jan. 3-5. Sec., Dr. George H. Gillen, 831 Rutland, Secretary. 
Republi Building, Denver 2. 5 diva to bard Washington State Medical Association, Davenport Hotel, Spokane, Sept. 
Connecticut:* Regular. Hartford, Nov. 14-15. Sec., Dr. Creighton 10-13. Dr. James W. Haviland, 338 White-Henry-Stuart Bldg., Seattle, 
Barker, lod St. Ronan St., New Haven. Homeopathic. Derby, Nov. Secretary. 
415 Sec., Dr. Donald A. Davis, 38 Elizabeth St., Derby. Wyoming State Medical Society, Cody, Sept. 7-9. Dr. George H. Phelps, 
' iEOR . 4 Atlanta, Oct. 10-11. Sec., Mr. R. C. Coleman, 111 State 1604 Capitol Ave., Cheyenne, Secretary. 
apitol anta 3. é 
l s: Chicago, ya 10-12. Superintendent of Registration, International Meetings 


LLI 
Mr. Charles F. Kervin, Capitol Bldg., Springfield. , . 
Inpiana: Indianapolis, June 1951. Exec. Sec., Miss Ruth V. Kirk, International College of Surgeons, Buenos Aires, Argentina, Aug. 7-12. 


1138 K. of P. Bidg., Indianapolis 4. Dr. Max Thorek, 1516 Lake Shore Drive, Chicago, Secretary. 
lowa: IWritten. Des Moines, Dec. 4-6. Acting Director, Division of International Conference of Speech and Voice Therapy, Amsterdam, 
Examination and Licensure, State Department of Health, 1027 Des Moines Holland, Aug. 21-26. Dr. Deso A. Weiss, 106 E. 85th St., New York 
St., Des Moines. City 28, a ad 
_ Maine: Portland, Nov. 14-15. Sec., Dr. Adam P. Leighton, 192 International Congress on Cardiology, Paris, France, Sept. 3-9. Dr. 
State St.. Portland. Mouguin, 78 rue de l’'Abbé-Groult, Paris 15e, France, Secretary-General. 
Marytanp: Baltimore, Dec. 12-15. Sec., Dr. Lewis P. Gundry, 1215 International Congress on Criminology, Palais de la Sorbonne Grand 
Cathedral St., Baltimore 1. Amphitheater, Paris, France, Sept. 10-19. M. Pierre Piprot d’Alleaume, 
MINNESoTA:* Minneapolis, Oct. 17-19. See., Dr. J. F. Du Bois, 230 188 Ave. Victor Hugo, Paris l6e, France, General Secretary. 
Lowry Medical Arts Bldg., St. Paul 2. International Congress on Diseases of the Chest, Carlo Forlanini Institute, 
NEBRASKA: June 1951. Director, Mr. Oscar F. Humble, Room 1009, Rome, Italy, Sept. 17-22. Prof. A. Omodei Zorini, Carlo Forlanini 
State Capitol Bldg., Lincoln. Institute, Rome, Italy, Chairman. 
—e ADA: Endevsement. Carson City, August 7. Sec., Dr. George H. International Congress of Experimental Cytology, New Haven, Conn., 
OSS, ? Curry Street, Carson City. oo. & y Sept. 4-8. Dr. Danielli, King’s College, London, England, 
New pF Concord, Sept. 13. Sec., Dr. John Samuel Wheeler, Secretary. 
107 State House, Concord. International Congress on Internal Medicine, Paris, France, Sept. 11-14, 
P New Jersey: Trenton, Oct. 17-20. Sec., Dr. E. S. Hallinger, 28 W. Prof. Justin Besancon, 38 rue Barbet de Jouy, Paris, France, mage 2° 
tate Si., Trenton. International Congress of Microbiology, Rio de Janeiro, Brazil, Aug. 24. 
Pan Mexico: * Santa Fe, Oct. 9-10. Sec., Dr. Charles J. McGoey, Dr. Olympic de Fonseca, Institut Oswaldo Cruz, Rio de cate 
“ronado Building, Santa Fe. Secretary. $ 
_ York: New_ York, Buffalo, Albany and Syracuse, Oct. 3-6. International Congress of Psychiatry, Palais de la Sorbonne, Paris, France, 
7" Dr. Jacob L. Lochner, 23 S. Pearl St., Albany. Sept. 19-27. Dr. Henri Ey, 1 rue Cabanis, Paris 14e, France, General 
: ortu Carotina: Reciprocity, Raleigh, Sept. 25. Sec., Dr. Ivan Secretary, 2 
meter 226 Hillsboro St., Raleigh. International Physiological Congress, Copenhagen, Denmark, Aug. 15-18. 3 
= sag Daxota: Grand Forks, Jan. 3-6. Sec., Dr. C. J. Glaspel, . Goran Liljestrand, Karolinska Institutet, Stockholm, Sweden, i 
ecretary. 
on: Columbus, December. Sec., Dr. H. M. Platter, 21 W. Broad International Society of Haematology, ene Denmark, Aug. 15-18. 
“ ~ umbus. : ; : Dr. Martin Hynes, Cambridge University, gland, Secretary. 
Mrs “ey Philadelphia, jonmesy 1951. Acting Secretary, International Society for the History of Medicine, Amsterdam, Holland, 
Post : Steiner, 351 ucation Bldg., Harrisburg. ; Aug. 14-20. Professor Guiart, 58 Blvd. de la Croix Rousse, Lyon, 
Bos, ico: Examination. Santurce, Sept. 5-9. Sec., Mr. Luis Cueto, France, Secretary. 
max, 5717, Santurce. International Society for Internal Medicine, Paris, France, Sept. 11-15. bd 
Wis } u Fort Worth, November 1950. Sec., Dr. M. H. Crabb, Dr. Albert M. Snell, 102 Second Ave. S.W., Rochester, Minn., Chair- + 
edical Arts Bidg., Fort Worth. man, American Committee. P 
uy e ARGUNEA : Charleston, Oct. 2-4. Sec., Dr. N. H. Dyer, State International Union inst Tuberculosis, Copenhagen, Denmark, Sept. i 
- arleston 6, 1-8. suet. Etienne Bernard, 66 Blvd. St. Michel, Paris 6e, France, ; 
— : be 
; Basic Science Certificate required a Women n Aatapeistonal Daceciaticn, Penetsiot, Penna., U.S. A., : 
ept. 1 ontreuilStraus, 73 rue de !’Assomption, Paris, : 
4 BOARDS OF EXAMINERS IN THE BASIC SCIENCES Srvaen, Sesvdtars. ’ z 
iz 


a Examination. Juneau, last week in August. Sec., Dr. C. Earl World Federation for Mental Boakh, Cité Universitaire, Paris, France eae. 
Albrecht, Box 1931, Juneau. Aug. 31-Sept. 7. Secretary, 1 Manchester St., London, W. r England. . 
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DEATHS 


Kracke, Roy Rachford ® Birmingham, Ala.; born in 
Hartselle, Ala., Dec. 5, 1897; Rush Medical College, Chicago, 
1928; since Aug. 1, 1944 dean at the new Medical College of 
Alabama, where he was also professor of clinical medicine 
(hematology) ; from 1922 to 1925 instructor in bacteriology and 
pathology, University of Alabama School of Medicine; from 
1925 to 1944 successively appointed instructor in pathology, 
assistant professor, associate professor and professor and chair- 
man of the department of pathology, bacteriology and labora- 
tory medicine at Emory University School of Medicine in 
Atlanta, Ga.; specialist certified by the American Board of 
Pathology, of which he had been a member; in 1937-1938 chair- 
man of the Section on Pathology and Physiology of the Ameri- 
can Medical Association, which in 1934 had awarded him the 
certificate of merit for his exhibit illustrating original investi- 
gation in the etiology of granulocytopenia; past president of 
the American Society of Clinical Pathologists, which in 1934 
awarded him the Ward-Burdick Medal and in 1932 the society's 
gold medal for an exhibit on agranulocytic angina; in 1933 was 
presented the Hardeman Cup by the Medical Association of 
Georgia for research on diseases of the blood, particularly 
agranulocytosis; has won first and second awards for his scien- 
tific exhibits before the Southern Medical Association and has 
served as chairman of its section on pathology; member 
of the College of American Pathologists; formerly vice presi- 
dent of the Georgia Association of Pathologists; in 1932 received 
a prize from the Fulton County Medical Society for original 
research; in 1941 delivered the sixteenth annual oration in 
memory of Dr. Stanford Emerson Chaille before the Orleans 
Parish (La.) Medical Society; member of the board of medical 
consultants, Oak Ridge (Tenn.) Institute of Nuclear Studies; 
formerly affiliated with Grady Hospital, Henrietta Egleston 
Hospital for Children, Ponce de Leon Eye, Ear and Throat 
Infirmary and Emory University Hospital, all in Atlanta; 
served with the Hospital Corps, U. S. Navy, from 1917 to 
1921; lieutenant (jg) medical corps, U. S. Navy, 1927-1928 
and lieutenant in the U. S. Naval Reserve from 1928 to 1938; 
member of hematology study section, U. S. Public Health Ser- 
vice; vice chairman of the medical advisory group of the 
Veterans Administration; received the LL.D. degree from the 
University of Chattanooga in 1946; joint editor of “Textbook of 
Clinical Pathology”; joint author of “Diseases of the Blood and 
Atlas ol Hematology” ; author of “Color Atlas of Hematology” ; 
an associate editor of Blood: The Journal of Hematology: 
died suddenly in Sylacauga ( Ala.) Hospital June 27, aged 53, of 
myocardial infarction. 

Hakansson, Erik Gosta # Medical Director, Captain, U. S. 
Navy, retired, Richmond, Va.; born in Smaland, Sweden, Sept. 
5, 1886; University of Illinois College of Medicine, Chicago, 
1915; appointed an assistant surgeon in the Naval Reserve 
Corps in February 1917; transferred to the regular navy two 
months later and, advancing through the various ranks, became 
a captain in the medical corps Jan. 1, 1942; during World War 
I on duty in Virgin Islands, where he aided in the organization 
of the medical departments; subsequently saw duty at the Naval 
Medical School and the Bureau of Medicine and Surgery in 
Washington, with the Destroyer Squadron and Battle Fleet 
and at various Naval Hospitals; engaged in research studies 
in tropical medicine at the Gorgas Memorial Laboratory in 
Panama from 1934 to 1937 and was an instructor in parasitology 
and tropical medicine at the Naval Medical School from 1938 
to 1941; in 1941 was transferred to the USS Solace as chief 
of medicine and was later awarded the Navy Unit Commenda- 
tion for this duty; after a short tour of duty in the Bureau of 
Medicine and Surgery was assigned in 1943 as medical officer 
in command of the Naval Medical Research Institute, National 
Naval Medical Center, Bethesda, Md., with additional duty 
as chief of the Research Division of the Bureau of Medicine 
and Surgery; for outstanding performance of these duties until 
the end of the war, received a letter of commendation from 
the Secretary of the Navy; transferred to the retired list for 
physical disability on Oct. 1, 1948; awarded the World Wars 
I and II Victory medals, the American Defense Service Medal 
(Fleet Clasp) and the American and Asiatic Pacific Campaign 
medals ; in 1939 for services in connection with the Tenth Inter- 
national Congress of Military Medicine and Pharmacy in Wash- 
ington, D. C., was appointed Knight of the Royal Order of 


@ Indicates Fellow of the American Medical Association. 


Vasa, first class, by the Swedish Government; member of the 
American Society of Tropical Medicine, American Association 
for the Advancement of Science and the Academy of Tropical 
Medicine ; died in the Naval Hospital, Chelsea, Mass., June 19, 
aged 63. 

Denton, James Way, New Rochelle, N. Y.; born in Perry, 
lowa, in 1887; St. Louis University School of Medicine, 1914; 
member of the College of American Pathologists and the 
American Medical Association; specialist certified by the 
American Board of Pathology; formerly assistant professor 
of pathology at Cornell University Medical College in New 
York; served in the British Medical Service during World War 
I; at one time a medical officer with the U. S. Public Health 
Service in Panama; director of pathologic laboratories and 
member of the medical boards at Lawrence Hospital in Bronx- 
ville and at New Rochelle Hospital; at various times affiliated 
with Bellevue Hospital in New York, White Plains (N. Y.) 
Hospital, Dobbs Ferry (N. Y.) Hospital, Tarrytown (N. Y.) 
Hospital and Sing Sing Prison Hospital in Ossining: died 
June 16, aged 72, of cor pulmonale. 

Carlton, Leland Francis ® Tampa, Fla.; born in Wauchula, 
Fla., in 1888: Rush Medical College, Chicago, 1914: member 
of the founders group of the American Board of Surgery; past 
president of the Hillsborough County Medical Society ; member 
of the Southeastern Surgical Congress and the American 
Association of Industrial Physicians and Surgeons; fellow 
of the American College of Surgeons; past president of the 
Florida Railroad Surgeons Association and the Association of 
Seaboard Air Line Railway Surgeons; affiliated with St. 
Joseph’s and Tampa Municipal hospitals; died in the University 
of Chicago Hospital, Chicago, June 5, aged 62, of carcinoma of 
the body of the pancreas. 

Neal, Charles Aleshire, Cincinnati, born in 1884; Medical 
College of Ohio, Cincinnati, 1907; member of the American 
Medical Association and the Association of Military Surgeons 
of the United States; fellow of the American Public Health 
Association; past president of the Ohio Public Health Asso- 
ciation; formerly chairman of the Public Health Council and 
director of health, Ohio Department of Health; served during 
World. War I; at one time county health officer; for many 
years superintendent of the Hamilton County Home and Chronic 
Disease Hospital; associated with the regional office of the 
Veterans Administration; died June 13, aged 66, of chronic 
myocarditis. 

Joblin, Walter R., @ Porter, Okla.; born in Batesville, 
Ark., Feb. 6, 1873; Washington University School of Medicine, 
St. Louis, 1896; past president of the Muskogee, Sequoyah and 
Wagoner Counties Medical Society; for many years director of 
public health and member of the school board; in 1949 received 
an honorary life membership in the Oklahoma State Medical 
Association in recognition of 50 years in the practice of medi- 
cine; staff member of the Oklahoma Baptist Hospital ; surgeon 
for the Missouri, Kansas and Texas Railway for 30 years; died 
June 3, aged 77, of cerebral hemorrhage. 

Ajemian, Leon M., New York; Universite de Geneve 
Faculte de Medecine, Switzerland, 1914; died June 24, aged 63, 
aboard a plane that fell into Lake Michigan. 

Anderson, Leslie Percival ® Yakima, Wash.; University 
of Minnesota Medical School, Minneapolis, 1928; member © 
the American College of Chest Physicians and the American 
Trudeau Society; at one time medical director and superinten- 
dent of the Oakhurst Sanatorium in Elma; died June 24, aged 
51, aboard a plane that fell into Lake Michigan. 

Ayer, Silas Hibbard, Boston; Harvard Medical School. 
Boston, 1884; member of the American Medical Association, 
first chief school physician ; affiliated with Boston City Hospital ; 
died in Long Island Hospital June 15, aged 89, of lobar pneu- 
monia and arteriosclerotic heart disease. : 

Brazda, Daniel Steven, Blossburg, Pa.; _ University of 
Pennsylvania School of Medicine, Philadelphia, 1923; past 
president of the Tioga County Medical Society; served 
World War I; formerly director of the Citizens National 
and Trust Company; died June 3, aged 54, of 
hemorrhage. am 

Caddell, Steplien W., Elon College, N. C.; University of 
Tennessee Medical Department, Nashville, 1892; died in Pur 
lington April 23, aged 90. 
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Cohen, Hyman, Chicago; College of Physicians and Sur- 
geons of Chicago, School of Medicine of the University of Illi- 
nois, 1906; died in Michael Reese Hospital June 28, aged 73, 
of coronary thrombosis and arteriosclerotic heart disease. 

Cowern, Ernest William, North St. Paul, Minn.; Dart- 
mouth Medical School, Hanover, N. H., 1902; member of the 
American Medical Association; affiliated with St. John’s Hos- 
pital, St. Paul, where he died June 22, aged 79, of carcinoma 
of the head of the pancreas. 

Dedolph, Karl ® St. Paul; University of Minnesota College 
of Medicine and Surgery, Minneapolis, 1911; died in Rochester, 
Minn., June 8, aged 62, of carcinoma of the prostate with 
extensive metastasis. 

Dick, Neely Edgar, Millsap, Texas; University of Nash- 
ville (Tenn.) Medical Department, 1905; died in Fort Worth 
May 23, aged 73, of uremia. 

Douglas, Robert James ®@ Muskegon, Mich.; University 
of Illinois College of Medicine, Chicago, 1926; past president 
and secretary of the Muskegon County Medical Society; served 
during World Wars I and II; member of the American Uro- 
logical \ssociation; justice of the peace for Laketon Township ; 
afiliate’ with Mercy Hospital and Hackley Hospital; died June 
15, aged 52, of coronary thrombosis. 

Dunlap, William Verner, St. Petersburg, Fla.; College 


of Physicians and Surgeons, Baltimore, 1897; died June 5, aged 
75, of cerebral thrombosis. 

Gates, John Lee @ Ann Arbor, Mich.; Ohio Stete Uni- 
versity College of Homeopathic Medicine, Columbus, 1917; 
served during World War I; affiliated with Beyer Memorial 
Hospital, Ypsilanti, and St. Joseph’s Mercy Hospital; died 
June 15, aged 60, of coronary thrombosis. 

Griggs, Earl Elmo, Scottsbluff, Neb.; Jefferson Medical 
College of Philadelphia, 1915; veteran of the Spanish-American 
War anid World War I; past president of Scotts Bluff County 


Medica! Society; died in the Veterans Administration Hospital, 
Lincoln, June 12, aged 70, of chronic lymphatic leukemia. 

Harter, James Watt @ Orangeburg, S. C.; Medical Col- 
lege of the State of South Carolina, Charleston, 1932; served 
during \\ orld War II; died in Beaufort June 17, aged 42, of 
hyperinsulinism. 

Holt, Kerchival Rogers ® Hartford, Conn.; Yale Uni- 
versity School of Medicine, New Haven, 1926; specialist cer- 
tified by the American Board of Obstetrics and Gynecology; 
affliated with Hartford Hospital; died in Tim Pond, Maine, 
June 4, aged 49, 

Howland, Frank Alvin, Adrian, Mich.; Bennett College 
of Eclectic Medicine and Surgery, Chicago, 1907; University 
of Michigan Homeopathic Medical School, Ann Arbor, 1917; 
past president of the Lenawee County Medical Society ; affiliated 
with the Emma L. Bixby Hospital, where he died June 8, 
aged 84, of a fractured left femur. 

Jelks, Edwin Lankin, Quitman, Ga.; Bellevue Hospital 
Medical College, New York, 1896; member of the American 
Medical Association; served as mayor; died April 27, aged 75, 
of coronary occlusion. 

Jenney, Charles Maxwell @ Salina, Kan.; Chicago Home- 
opathic Medical College, 1904; affiliated with St. John’s and 
Asbury hospitals; died June 13, aged 70, of coronary disease. 

Jones, James Jesse, New York; Tufts College Medical 
School, Boston, 1924; died June 2, aged 54, of spontaneous rup- 
ture of the esi »phagus. 

Kyselka, Harry Bohumil, Traverse City, Mich.; Uni- 
versity of Michigan Department of Medicine and Surgery, 
Ann Arbor, 1901; member of the American Medical Asso- 
Cation; county coroner; affiliated with the James Decker Mun- 
son Hospital; died May 31, aged 72, of heart disease. 

Lamme, Stephen Julian, Denver; University of Colorado 
School ot Medicine, Denver, 1904; member of the American 

edical Association; formerly coroner of Huerfano County 

Mayor ot the city of Walsenburg; served on the staff of 
mme Hospital, of which he was a founder, in Walsenburg and 
frcy Hospital; died in St. Anthony’s Hospital June 7, aged 
of carcinoma of the prostate. 
yuavoie, Zenon Annable, Manchester, N. H.; Baltimore 

Medical College, 1902; member of the American Medical Asso- 

“ation; formerly member of the state medical board; affiliated 
Hillsboro County General Hospital in Graemere and 
78 Dame de Lourdes Hospital, where he died June 1, aged 


of gangrene of the leg, popliteal aneurysm and general 
erosis. 


Lyle, Urban Adino, Monticello, Ind.; Physio-Medical Col- 
lege of Indiana, Indianapolis, 1903; served during World War 
I; died May 31, aged 72, of cerebral hemorrhage. 

Madden, Alvin C., Oklahoma City, Okla.; Kansas City 
(Mo.) Hahnemann Medical College, 1906; died May 26, aged 
89, of carcinoma. 

Perkins, Stanley Reuben, Los Angeles; Rush Medical Col- 
lege, Chicago, 1903; formerly practiced in Mishawaka, Ind., 
where he was on the staff of St. Joseph Hospital; died May 12, 
aged 68, of coronary thrombosis. 

Quick, Roy Woodney, Boise, Idaho; University of Michi- 
gan Department of Medicine and Surgery, Ann Arbor, 1904; 
member of the American Medical Association; died May 25, 
aged 75, of coronary sclerosis. 

Reynolds, Orrin Lyle, Covington, Ky.; Medical College of 
Ohio, Cincinnati, 1899; member of the American Medical Asso- 
ciation; for many years member of the board of health of Cov- 
ington; affiliated with St. Elizabeth and William Booth 
Memorial hospitals; died May 30, aged 75, of cerebral 
hemorrhage. 

Ries, Fritz, Brooklyn; Ludwig-Maximilians-Universitat 
Medizinische Fakultat, Mimnchen, Bavaria, Germany, 1924; 
member of the American Medical Association; affiliated with 
Kings County Hospital; died recently, aged 49, of heart disease. 

Ryder, Charles Tripp © Colorado Springs, Colo.; Har- 
vard Medical School, Boston, 1910; specialist certified by the 
American Board of Pathology ; member of the American Society 
of Clinical Pathologists; formerly director of laboratories at 
Glockner-Penrose Hospital and St. Francis Hospital; died May 
26, aged 65, of cor pulmonale. 

Sager, Washington Budd @ Danville, Va.; Jefferson Medi- 
cal College of Philadelphia, 1908; affiliated with Memorial 
Hospital, where he died June 10, aged 69, of coronary 
thrombosis. 

Schaefer, Samuel ® Winona, Minn.; University of Michi- 
gan Homeopathic Medical School, Ann Arbor, 1904; formerly 
county coroner and president of the city council; health officer; 
served overseas during World War I; affiliated with Winona 
General Hospital; for many years examiner for the Veterans 
Administration ; died May 30, aged 69, of carcinoma. 

Shaw, Albert William ® Virginia, Minn.; University of 
Minnesota Medical School, Minneapolis, 1899; an Associate Fel- 
low of the American Medical Association; died in the Virginia 
Municipal Hospital April 16, aged 79, of myocardial infarction, 
coronary occlusion and arteriosclerosis. 

Singer, Harry ®@ Los Angeles; University of Illinois Col- 
lege of Medicine, Chicago, 1925; died in Cedars of Lebanon 
Hospital June 9, aged 51. 

Smith, Marcus Ormen, Portersville, Ohio; Starling Medi- 
cal College, Columbus, 1891; served on the staff of Bethesda 
Hospital, Zanesville; died June 10, aged 87. 

Smith, William Warren, Ogunquit, Maine; Dartmouth 
Medical School, Hanover, N. H., 1894; member of the American 
Medical Association; died May 30, aged 83. 

Spalding, William Cullen, Los Angeles; College of Physi- 
cians and Surgeons, Baltimore, 1915; member of the American 
Medical Association, the American College of Chest Physicians 
and the American Trudeau Society; served during World Wars 
I and II; affiliated with Queen of Angels Hospital; died in 
Hillsboro, Texas, May 23, aged 60, of coronary occlusion. 

Stevenson, Michael Daniel, Albany, N. Y.; Albany Medi- 
cal College, 1884; member of the American Medical Associa- 
tion; on the staff of St. Peter’s Hospital; died May 30, aged 89. 

Stonerock, John T., Union, Ohio; Eclectic Medical Insti- 
tute, Cincinnati, 1894; died in June, aged 77. 

Tucker, Samuel Chase ® Peabody, Mass.; Dartmouth Medi- 
cal School, Hanover, N. H., 1893; member of the Massa- 
chusetts Medical Society; served as medical examiner in the 
Eighth Essex District; for many years member of the board 
of health; formerly on the school committee; affiliated with 
North Shore Babies Hospital in Salem, the Danvers (Mass.) 
State Hospital and Josiah B. Thomas Hospital; died in St. 
Petersburg, Fla., May 29, aged 77, of a fracture of the right 
hip and general arteriosclerosis. 

Turner, John Riley, Brownfield, Texas; Atlanta College 
of Physicians and Surgeons, 1912; member of the American 
Medical Association; served as health officer; died in Rosen- 
berg May 5, aged 61, of coronary occlusion. 

Tyree, Cyrus Ellis, Trenton, Tenn.; Vanderbilt University 
School of Medicine, Nashville, 1890; died in Baptist Hospital, 
Memphis, June 20, aged 87. 
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PARIS 
(fF n a Regular Correspondent) 
June 10, 1950. 
Vitamin By» in Multiple Sclerosis 
For a long time, J. Lereboullet, R. Pluvinage and R. Coty 


observed in a series of patients with multiple sclerosis important 


disorders on which depended, at least partly, the lameness and 


loss of equilibrium. Encouraged by the results obtained with 


vitamin By in the neurologic manifestations of anemias, they 


treated 7 patients having multiple sclerosis with this drug. 


Chey reported satisfactory results on Feb. 24, 1950 in a pre- 
Paris Hospitals. 


note to the Medical Society ot the 


imuinary 


In the women in the series the disease had begun with ocular 
retrobulbar neuritis, progressing to pronounced 


The 


that through hemogram and myelogram it 


disturbances and 


pyramidal involvement and other important disorders. 


authors emphasize 
ble to eliminate the diagnosis of the neuroanemic 


has been poss 
a single case, in which there was a slight normo- 
the number of red corpuscles was not influ- 
enced by vitamin B In 3 patients aged 39, 64 and 48 years 
nineteen and fifteen years for 


ho were tollowed tor ten, 


multiple sclerosis, treatment with 30 micrograms of vitamin Bi: 


every other day made walking easier and standing erect with- 
ut support possible; in 1 case even attenuation of pyramidal 
disorders was observéd. In a patient 40 years of age, whose 
disease began in 1941, a daily dose of 15 micrograms for six 
iys, followed by a weekly dose of 45 micrograms for three 


weeks, resulted in improvement from the end of the first week; 


the patient, who hitherto had been bedridden, was able to walk 


with a can This dosage, given to a patient aged 55 whose 


began in 1940, produced at the end of the first week a 


adiscas 


srrirpoeitt ow 
aim lon s 


tability and ataxia and a slight regression of 
pyramidal disorders. Another patient reported in addition on 


improvement of vision. In still another patient a fifteen day 
course of treatment with 135 micrograms of vitamin By resulted 


mm great improvement 


Preparation of an Animal Serum Neutralizing the 
Virus of Toxoplasmosis 
is often delicate and can 


The Sabin’s test 


only be effected by comparison with the reaction provoked by 


interpretation of 
the pure virus. It should be useful to have another comparison 
test: the reaction provoked by inoculation of a mixture of virus 
and an active neutralizing serum. As it is difficult to procure 
such a human serum in sufficient quantity, C. Blanc and J. 
Bruneau have tried to obtain it experimentally in the lower 
Their first attempts were made on sheep, male goat 
the 


ground squirrel (Xerus atlantoxerus getulus) and gerbils (Meri- 


animals. 


and camel; the inoculation material was furnished by 
ones shawi), two rodents plentiful in Morocco and extremely 
sensitive to toxoplasmosis. Sheep were inoculated with a mix- 
ture of suspension of spleens and livers (in 20 cc. saline solu- 
tion) of 2 
per microscopic field; 7.5 cc. was injected subcutaneously in one 
thigh and 0.2 cc. by intradermic injection in the other. The 
goat was inoculated intramuscularly with 25 cc. of suspension. 
All animals had a local reaction, especially to the intradermic 
injection, accompanied important thermic reaction 


during which the virus could be isolated by inoculation of their 


ground squirrels, containing 20 to 40 toxoplasmas 


with an 





The repetition of injections to 


The 


camel showed no reaction to inoculation, but its serum became 


blood into a sensitive animal. 
the goat and sheep provoked a fleeting local reaction. 


slightly neutralized after the first inoculation. 


Neutralizing Potency of Serum=—The authors tested the 
serum by numerous protection tests on the rabbit; complete 
protection was obtained against virus in dilutions from 1: 3,000 
to 1: 100; it was partial or nonexistent against dilutions from 
1:40 to 1:10. The serum diluted from 1:20 to 1:5 afforded 
weak protection as did the serum kept for more than one week. 
Fresh serum desiccated in cold and vacuum retained its neu- 
tralizing properties with a slight diminution of activity, probably 


due to the incomplete restoration to solution, 


International Congresses 


WORLD CONGRESS OF CARDIOLOGY 


The first World Congress of Cardiology, organized at the 
the Cardiology by the 
French Society of Cardiology will be held in Paris from Sept. 


request of International Committee of 
the French 
under the 


3 to 9, 1950, under the patronage of the President of 
Republic and the Minister for Foreign Affairs and 
presidency of Professor C. Laubry, a member of the Institute. 
Communications are thus classified: 


physiology and _physio- 


pathology; graphic methods; anatomy, histology and pathologic 


anatomy; medical and surgical therapeutics; pharmacology, and 
All correspondence should be addressed to: Secretariat 
Mondial de Cardiologie, 19, Rue 


After August 24 the Secretary's 


clinics. 
Administratif, Congrés 
d'Hautefeuille, Paris (6°). 
offices will be at 47, Rue des Ecoles, Paris (5°), France. 


INTERNATIONAL DAYS OF PHLEBOLOGY 

The International Days of Phlebology will take place from 
Sept. 15 to 17, 1950, at Aix-en-Provence, under the presidency 
of Professor Leriche. Professor Roscam (Liége, Belgium) will 
the biochemy of venous thromboses and 


(Strasbourg, 


deliver a report on 


their medical treatment; Professor Fontaine 


France) will report on the primitive surgical treatment of 


venous thrombosis. For all information apply to Dr. Beurier, 


assistant secretary, 4 Cours Mirabeaux, Aix-en-Provence, 
France. 
THIRD ANNUAL MEETING OF THE WORLD FEDERATION 


FOR MENTAL HEALTH 


The third annual meeting of the World Federation for Mental 
Health will be held from Aug. 31 to Sept. 7, 1950 at the Paris 
University City. The subjects for discussion are educational, 
occupational and industrial mental health, mental health of dis- 
placed and homeless persons, and influence and authority in 
local populations. For all information apply to the Home Fed- 
eration or to the office of the secretary of the Federation at 
19 Manchester Street, London W.1, England. 

SECOND CONGRESS OF CRIMINOLOGY 

The second International Congress of Criminology will be 
held Sept. 10 to 19, 1950 at the Sorbonne in Paris; the French 
Organizational Committee is presided over by Prof. Donnedieu 
de Vabres (Paris). All correspondence is to be addressed to: 
M. P. Piprot d’Alleaume, General Secretary, 188 Avenue Victor 
Hugo, Paris (16°), France. 
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— ie FOREIGN 
NORWAY 
(From a Regular Correspondent) 


Osto, July 7, 1950. 
The Biased Medical Certificate 


Dr. Karl Evang, who is at the head of the Norwegian Public 
Health Service, recently gave an address in which he dealt with 
the medical certificate, its abuse and misuse. One of the cases 
ke quoted was that of the heavily insured Norwegian found 
dead on the floor of his hotel bedroom. He was half dressed 


and had a slight bruise on his right cheek. Postmortem exami- 


nation showed a hemorrhage into the fourth ventricle, pre- 
sumably the cause of his death. It would have been due to an 
accident if he had stumbled and fallen against his night-table, 
striking his head and thus starting the hemorrhage. But the 
hemorrhage may have been spontaneous and may have made 
him tall down dead against the night-table. If death was due 
to a spontaneous hemorrhage and not to trauma, the life insur- 
ance company would not have to pay several hundred thousand 
kror All the eight Scandinavian medical experts (professors 
or otherwise eminent men) consulted by the company declared 


that the hemorrhage into the brain must have been spon- 
taneous and not due to an accident. But all the five Norwegian 
and German experts (also eminent) consulted by the other side 
declared that the hemorrhage was due to a fall, i. e., an accident. 


Another illustration of the tendency of doctors to be biased 


in their medical certificates was provided by an investigation 
in 1948 of patients covered by health insurance in Oslo. Thirty- 
one doctors with a total of 88,641 patients had reported 14,474 
as ill. Among these were 1,379 persons who were summoned 


for reexamination as a checkup of the validity of their medical 
certificates. As great a proportion as 37 per cent failed to turn 
up for reexamination and were therefore at once discharged as 
healthy. After giving details of other cases indicative of the 
frailty of human nature and the inability of doctors always to 
be strictly objective when drafting certificates, Dr. Evang dis- 
cussed the different ways in which reforms could be introduced. 

One solution would be to permit issuance of medical cer- 
tificates only by experts, each being called on to issue cer- 
tificates in his field. This system, already put into practice in 
Norway under certain conditions, and the appointment of 
doctors with the special duty of supervising the certificates of 
their colleagues cannot, in the opinion of Dr. Evang, solve the 
whole problem. One of the two solutions he favors is the 
systematic inculcation of the ethics of medical certification 
throughout the medical curriculum, the medical student being 
educated to appreciate his future responsibilities in this field. 
The other solution is new legislation in this field. Dr. Evang 
foresees that medical certification will acquire even more impor- 
tance in the future, and this is one more reason why doctors 
Must grasp the necessity for being strictly objective in their 
judgment, ready to present facts and leaving to others the duty 


to draw conclusions from them. 


Mass Radiography of the Population of Oslo 

In May 1949 the Tuberculosis Department (Dr. Eyolf Dahls, 
chief) of the Public Health Service of Oslo began mass radiog- 
raphy in a search for tuberculosis. This search was completed 
in May 1950 after about 150,000 persons had thus been 
examined. In as many as 353 persons (193 males and 160 
females) hitherto unknown infections were discovered. Although 
i 1911 there was no sex inequality in this respect, the mor- 
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bidity at the present time was considerably higher among males 
than females in the ratio of 16 to 10. Among these 353 cases 
were 85 of infectious tuberculosis. This radiographic survey 
also yielded 58 hithereto unrecognized cases of heart disease 
and 29 cases of tumors of the lungs. 

BCG vaccination of tuberculin-negative persons was _ per- 
formed in conjunction with the radiographic survey. About 
30 per cent of the tuberculin-negative persons between 15 and 
40 years were not vaccinated and about 15 per cent directly 
refused to accept BCG vaccination. Although a recent law gives 
the public health authorities powers to enforce BCG vaccina- 
tion under certain conditions, compulsion was not attempted 
on this occasion. But the high proportion of “objectors” may 
force the authorities to make use of the weapons they possess 
in the new BCG law. Seamen are three times as often subject 
to tuberculosis as the population of Oslo in general, and when 
they seek employment through the Oslo Labor Exchange they 


may not sign on unless their tuberculin cards are in order. 


A Study of Attempted Suicides with Poison 

Since 1928 official returns have given information about actual 
suicides in Oslo, but comprehensive data have not hitherto been 
available with regard to attempted suicides. To fill in this 
gap Drs. Gordon Johnsen and Erik Vogt have undertaken a 
study of the 278 persons whose attempts to commit suicide by 
poisoning led to their admission to the Ullevaal Hospital in 
the period 1924 to 1939. As some of these persons attempted 
to commit suicide more than once, the total number of such 
attempts was 306. The sexes were equally represented when 
due regard was taken of the sex distribution of the population. 
Among the 306 cases were 43 terminating fatally (26 men and 
17 women); men were more effective than women in their 
suicide attempts. Age of the patient played an important part. 
In those over 45 the death rate was about 36 per cent, whereas 
under this age it was only about 8 per cent. The frequency 
with which attempts to commit suicide were repeated showed 
no sex difference. 

The commonest causes of attempted suicides were conflicts 
within the family or in wedlock (about 29 per cent). The 
next most common causes were love affairs (13 per cent). In 
these two groups women outnumbered men by 57 to 16. Organic 
disease was responsible for 27 cases, unemployment for 15 and 
economic difficulties for 14. There were as many as 48 patients 
(17 per cent of the 278) who were addicted to alcohol; only 
5 of the 48 were women. Drug addiction (not including drugs 
for insomnia) was found in 7 per cent. The observation that 
epileptic persons are prone to commit suicide was confirmed 
in this study, in which 9 cases of epilepsy were found. Bar 
biturate preparations accounted for about 70 per cent of all the 
attempts, whereas the alkaloids accounted only for about 15 
per cent. Inorganic poisons had been taken in about 13 per cent. 
There were only 7 cases of gas poisoning. In only 2 of the 46 
cases in which an alkaloid drug had been taken did it prove 
fatal. There was only 1 death among the 26 cases of poisoning 
with opium or morphine. 

Drs. Johnsen and Vogt have also undertaken a study of 269 
deaths from suicide in Oslo between 1928 and 1938. Hanging 
accounted for 100, poisoning for 64 and shooting for 40. Drown- 
ing came next (18 cases) and then incised wounds (16). They 
point out that in many European and American large towns, 
taking gas and shooting come before hanging as means for 
committing suicide. 
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N ledical Motion Pictures 


Experimental Thiamin Deficiency (IMF 5169). 16 mm., color, sound, 
showing time seven minutes Produced in 1950 by the United States 
Army Procurable on loan from the Army Surgeon of the Army Area 
in which the request originates 

This is a laboratory demonstration presenting Christian 
Eikjman’s classic experiment. It shows the effects in pigeons 
of a polished rice diet in which all traces of thiamine are 
removed by treatment with alcohol. Clinical progress of 
deficiency is illustrated together with the reversal of the process 
by administration of thiamine hydrochloride. The theoretical 
consideration of the mechanism is discussed and illustrated by 
means of diagrams. The statements in the film and their impli- 
cations are essentially accurate. 

rhis film should be of interest to all members of the medical 
profession who are concerned with medical nutrition, as well 
as to physiology or biochemistry students. Medical students 
and clinicians would probably like to see this film extended to 
demonstrate the application to human beriberi. The photog- 
raphy and the narration are satisfactory. 


Uinar Nerve and Soft Tissue Defect, Simultaneous Repair in the 
Forearm (PMF 5133). 16 mm., color, sound, showing time ten minutes, 
Produced in 1949 by the United States Army. Procurale on loan from 
the Army Surgeon of the Army area in which the request originates. 

This excellent film illustrates a gunshot wound with destruc- 
tion of tissue at the junction of the lower and middle third 
of the ulnar side of the forearm. It clearly shows the under- 
lying principles of repairing soft tissue defects as well as a 
nerve injury. In this case the ulnar nerve is repaired by direct 
suture. The arm is suitably prepared so that, by prolonging 
the incision up the arm and by transposing the nerve in front 
of the elbow, additional length is obtained for suture. 

\ whole thickness graft was obtained in two stages from the 
abdominal wall to close the soft tissue defect. Although the 
complete regeneration of the nerve was not followed, there 
was return of sensation to the base of the little finger after 
six months. The skin graft was healthy. The surgery was 
clearly portrayed with a minimum of time, yet all the steps 
were suitably illustrated. 

his motion picture would be of interest to hand surgeons, 
plastic surgeons, orthopedic surgeons and general surgeons 
interested in this particular procedure. Its greatest and primary 
interest would be for military surgeons. There were some 
sequences in which close-ups would have been advisable, such 
as the dissection of the nerve, however, the photography is 


excellent. 


Arterial Disorders in the Upper Extremity and Their Treatment by 
Sympathectomy (MF 5103). 16 mm., color, sound, 31 minutes. Pro- 
duced in 1949 by the United States Army. Procurable on loan from the 
Army Surgeon of the Army area in which the request originates. 


This motion picture shows the diagnosis and treatment of 
certain specific arterial diseases of the upper extremities. Pos- 
tural and exsanguination tests of the hands are demonstrated 
in Buerger’s and Raynaud's disease. The effects of cold water 
are also shown, and a simple method of stellate ganglion block 
is demonstrated with its effect on these two diseases. The 
rationale of sympathectomy is then depicted by means of ani- 
mated drawings. Also depicted are the effects of certain 
agents such as tobacco and epinephrine. This is followed by a 
standard sympathetic de-afferentation of the upper extremities 
as described by Smithwick. 

Within limits the picture does demonstrate treatment of 
arterial disease of the upper extremities, although some of the 
color tests are not corivincingly illustrated in the film. The 
operative procedure is unnecessarily prolonged, although the 
author did well, considering the type of wound with which he 
was dealing. This section could be cut in half. Seeing a series 
of ligatures cut individually with scissors is no longer inter- 
esting. There are certain technical details with which every- 
one doing this type of work could not agree; nevertheless, it 
is a fair presentation of the subject. 

The result of sympathectomy after two weeks is scarcely 
of interest to anyone, the result of sympathectomy would be of 
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interest only after a year or more. The picture would be 
acceptable if some of these things could be rectified. One 
would not like to indicate to medical students that the efficacy 
of an operation could be judged two weeks after it had been 
performed. This would leave an entirely wrong impression 
of the method and its application. Perhaps something could be 
added to the film such as the same patient photographed in a 
year or six months. 

With these minor changes, the film might be of interest te 
general practitioners and medical students, but it would 
probably be of more interest to persons doing this type of 
work in veterans hospitals. The photography and narration 
are excellent. Some of the animated drawings are fair, others 
excellent. 


Bureau of Medical Economic 


Research 


ANALYSIS OF A STATEMENT ON MEDICAL CARE 


FRANK G. DICKINSON, Ph.D. 
Chicago 


This subcommittee report! represents the views of a radical 
section of the American Public Health Association interested 
in promoting compulsory health insurance. The report, recently 
reprinted, has been given wide distribution by the subcommittee 
and has been quoted extensively by public officials in Wash- 
ington and elsewhere. 

The subcommittee summarized its purpose as follows: 


“This statement has been prepared by the Subcommittee on 

Medical Care of the Committee on Administrative Practice as 
a contribution to current discussions of medical care in a 
national health program. The Subcommittee believes that 
particular emphasis needs to be placed on factors affecting the 
quality of medical service in order to insure sound planning. 
While the statement is focused on medical care in a national 
health program, the principles set forth are considered to be 
applicable to all types of organized medical care programs, 
including voluntary and public plans at the local, regional, state 
or national level’’ (page 898). 
Because of the thorough-going reorganization of medical ser- 
vices and the drastic revision of the present customary methods 
of paying for medical care which are described in the statement, 
it is doubtful that the principles set forth are “applicable to 
all types of organized medical care programs.” The statement 
is clearly “focused on medical care in a national health pro- 
gram,” for it is only through extensive federal legislation that 
many of the authors’ proposals could be realized. 

The report begins with a discussion of an “adequate” medi- 
cal care program. Even if the term “adequate” had been more 
clearly defined, the use of the term would still be misleading. 
“Adequacy” implies static rather than dynamic goals; when 
one medical care goal is attained or approached, a new and 
higher goal inevitably is set. Medical care can and will 
improve; it can never be adequate in every sense of the word. 
All the physician can do about death is to change the age and 
the cause. No system of medical care nor any amount. 
proper planning and legislation can ‘be regarded as providing 
adequate medical care for a dying person. Apparently the 
authors of the American Public Health Association subcom- 
mittee report mean “maximum” rather than “adequate. 


Director, Bureau of Medical Economic Research. 

Catherine Taylor, Research Assistant in the Bureau of 
nomic Research, assisted in the preparation of the text. A 

1. The Quality of Medical Care in a National Health Prog 38: 
Statement by the Subcommittee on Medical Care, Am. J. Pub. Health - 
898 (July) 1949. This statement was prepared by the Subcommites 
Medical Care of the Committee on Administrative Practice of the 
can Public Health Association: Dean A, Clark, M.D., Chairman; Edwin 
F. Daily, M.D.; V. L. Ellicott, M.D.; L §S. Falk, Ph.D.; . C. Mac 
Getting, M.D.; Dora Goldstine; Fred W. Jackson, M.D.; Basil 
Lean, M.D.; jane W. Mountin, M.D.; Marian G. 
Dean W. Roberts, M.D.; Edward S. Rogers, M.D.; R. M. Walls, 
Milton Terris, M.D., Staff Director, and E. Richard W 
Consultant. 
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Throughout the report the authors define generalities in terms 
of generalities, apparently hoping their phrases will be suf- 
ficiently appealing to convince the reader. Many of the 
sentences in this report state obvious truths, but these are in 
strange contrast to the general frame of reference—a national 
scheme of compulsory sickness insurance. 

Singularly absent from the authors’ considerations is the ques- 
tion of cost; not a figure is cited to show how much any one 
of their recommendations might cost. Funds are to be pro- 
yided through “social insurance supplemented by general tax- 
ation, or by general taxation alone” *—and will apparently be 
used unsparingly. “As a first step in the achievement of 
high medical standards, the economic barriers between the 


best of medical resources and their application to the require- 
ments of optimum public health must be removed. ... A 
national health program should eliminate all barriers to needed 
service . . . achieve removal of financial deterrents to medi- 
cal mobility within a region . making possible the timely 
provision of all indicated services, without economic deterrents 
for patients or practitioners” (pages 915-916, 915, 908, 899). 
These few excerpts give some indication of the sweeping nature 
of the authors’ propositions. There is no evidence that they 
recognize the fundamental concept that medical care consists 
of economic goods and services. The notion that any eco- 
nomic good or service, no matter how it is delivered or paid 
for, can be rendered “without economic deterrents” is at once 
a redu 1d absurdum. 

Not restrained by cost estimates, it is easy for the authors to 
jump from “adequate financial arrangements” to “economy” 
(page 89). “Sound financing is a sine qua non of any suc- 
cessful program.” One of the “components of qualitative 
adequacy” is “sound administrative organization and operation, 
designed to promote efficiency and economy of service.” “A 
nationwide program, with resources organized for maximum 
eficiency of service and with payment methods which permit 
economy ©f operation, can achieve a highly stable financial basis” 
(pages 80” and 916). Is it possible to “achieve a highly stable 
financial basis” while at the same time removing “all economic 
barriers?" This impasse is intrinsic in the health program 
advocated by these writers, a health program in which the 
attainment of one goal would prevent the attainment of the other 
goal. 


Tested administrative procedures for reducing malingering 
toa minimum and making maximum protection available at the 
lowest possible cost, such as are used by insurance companies, 
are apparently ruled out by the authors’ observation, “Financial 
stability need not depend upon procedures such as ‘barrier’ or 
extra payments, curtailment in duration of service and the like, 
which restrict unduly the scope of medically necessary service” 
(page 916). The report overlooks the fact that the excessive 
administrative cost of processing small claims would practically 
double the cost of medical care for minor illnesses. 

The dilemma produced by contradictory proposals is con- 
veniently ignored by the authors, who shun all mention of 
dollar amounts. Not only are their goals utopian, but their 
Provisions for the means to attain them are equally unrealistic. 
By escaping reality they have obviated the need of reconciling 
their own conflicting abstractions. 

Under the proposed system, the physician will be faced 
with many demands on his time, before and after entering 
Practice. “No medical student should be graduated without 
study of the psychological, social, economic, occupational, and 
other aspects of ‘total’ patient care.” “The graduate should 
have experience in outpatient service, home care, social service, 
public health practice, rehabilitation and rural and small com- 
munity hospitals” (page 900). As a practicing physician, he 

should have easy access to library and other educational 
Fesources, be free from the burden of nonprofessional chores, 
and have sufficient time and incentive to read, attend lectures, 
visit medical centers, and otherwise improve his knowledge and 
abilities” (page 901). His hospital performance will be judged 

gh such objective criteria as the number and type of 
Consultations, frequency rates for certain categories of surgi- 
_—_— 


2, American Public Health Association, Medical Care in a National 
oan ogram, Am. J. Pub. Health 34: 1252 (Dec.) 1944, cited in The 
of Medical Care in a National Health Program, page 916. 


cal and other therapeutic procedures, autopsy ratios, record 
keeping, incidence of preventable complications, utilization of 
laboratory services, and the nature and number of referrals to 
social service” (page 909). 

The physician and all other persons who would provide 
the medical care under the proposed “national health program” 
would operate under one curious set of principles, at least so 
far as these principles are explained. On pages 912-913 the 
authors make the observation, “Good clinical care involves 


treatment of the patient as a ‘whole person’ . . . involving 
all aspects—whether related to home, occupation, income, diet, 
or other factors. . .. Diagnosis and therapy should be 


planned in careful relation to the realities of the patient's 
socioeconomic situation.” Yet on page 918 is the recommenda- 
tion, “Recipients of public assistance should be included in 
the national medical care program, and the welfare status of 
such persons should be unknown to those providing the care.” 
Is economic status a vital part of the “whole person,” or 
is it not? It appears that, in an effort to pursue all ends, the 
authors have again floundered on a sea of contradictions. 

The question of how much income a physician may expect 
to receive for the manifold services previously described is 
characteristically side-stepped. The authors merely remark 
tactfully (page 921), “Payments should be sufficient but not 
excessive. . . .” Regarding the manner of payment, they 
suggest that the prevailing system be changed. “By removing 
or minimizing the incentive for quantity inherent in fee-for- 
service, the program could make careful, deliberate work, rather 
than the multiplication of services, the principal motivation for 
a physician to improve his ‘professional and economic status” 
(page 920). “Other methods of payment such as capitation, 
part-time or full-time salaries, either separately or in combi- 
nation” are to be substituted (page 919). The authors appar- 
ently realize that some physicians might be disposed to offer 
superficial and careless work when income is guaranteed by 
salary, or, under a capitation method, to contract for more 
patients than they could satisfactorily serve. But these potential 
difficulties would be overcome by supervision and continuous 
inspection, which, according to the authors, would be easier 
under a capitation than a fee-for-service system. Such super- 
vision is remindful of the assembly lines in factories. Such are 
the authors’ methods of assuring high quality. Do strict con- 
trol and discipline by government officials guarantee or even 
encourage good medical care? Do they foster good relations 
and teamwork among medical personnel? Will the patient 
have confidence in a physician whose judgment may be reversed 
be a supervisory official ? 

The authors’ platform essentially consists of the unqualified 
assurance that all beneficiaries of their health program will 
have uncurtailed access to the “best” medical care. Both the 
logical and practical impossibilities of this aim are unrealized 
by the authors, because they have confined themselves to 
generalities. Uniformity is possible for machines and _ their 
parts, but the members of any profession differ in experience, 
age and ability. The best, the most experienced, can never 
always be available to every person seeking professional services. 
Without sufficient allowance for human differences, the authors 
would impose a harshly utilitarian pattern of conduct on all 
those who would enter the medical profession and on those 
who would seek medical service from the profession. Obstacles 
to the smooth functioning of this program would be surmounted 
by enforcing militaristic regulations; authoritarianism would 
both guard and guarantee high quality—at least so the sub- 
committee would have the readers of its report believe. How- 
ever, the constant review and supervision proposed in the 
scheme might well decrease the amount of “best” medical 
care available. The report does not state who would have 
the final authority in this hierarchy of supervisors, but it pro- 
vides both opportunity and encouragement for the exercise of 
such authority by whatever group of politicians happened to 
be responsible for paying the bills. 

This preoccupation with control also makes a fetish of 
“integration.” The authors implicitly assume that organization 
and standardization of facilities would engender high quality 
medical care, more efficiently and abundantly distributed. They 
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are particularly concerned with hospitals. They would bring 
about the “coordination of general and special hospital facilities 

in a single financial plan (page 910) regional 
affiliation of rural, semiurban, and metropolitan hospital facili- 
ties . . . functional coordination of all health facilities in a 
region to form a network (page 908). The kind of 
rigid organization of facilities emphasized throughout the arti- 
cle is tantamount to federal control of hospitals. Not only 
would local hospitals lose their financial independence, but local 
pride and interest in increasing and improving facilities and 
constantly adapting them to changing needs would be diminished. 
With this loss of local autonomy, citizens would be forced to 








adapt themselves to the “network,” and satisfy themselves 
with tacilities and funds circumscribed by legislative formulas. 
[It is ditheult to see how tins kind of federal regimentation 
would produce incentive for original thinking or a stimulating, 
ilenging atmosphere in which to work. Furthermore, there 
is no rea n to beleve that sufficient regional co rdination 
ca be dev ped on a voluntary basis 
so many “social planners,” the authors exploit the 
cl f precision in the social sciences by withdrawing man 
social setting They try to strengthen their case by 
abstracting one human need from the whole range of human 
needs. Sympathy can be evoked for any human need by this 
nethod People need all economic goods and services, and 
! ( In be singled out for complete fulfilment at the 
expens f the others. The authors make no attempt to demon- 
Strate t t ther are more unmet needs for medical care than 
ervices and commodities, and thus are not justified 
‘ram whose financing would require a 
but the nati s economic resources 
vare, moreover, that this redistribution 
| iry. By discussing 1 ical care in a vacuum 
t ve ay re t n of the necessity of cutting other 
‘ 1 t i unt of medical re purchased 1S 
i. -e they have . iiled to make any appraisal 
itn ( tt e all their recommendations, 
im] e to est ite, even rou ly, the extent to which 
expenditures would be curtailed. It is absolutely neces- 
sary that the authors commit themselves on these aspects of 
their proposals, instead of regarding the expenditure tor medi- 
cal care as an imdependent variable 
Medical care will not profit from nebulous technics such as 


those used by these writers. It will profit from specific con- 
structive recommendations which proceed from facts. Having 
once evaluated the extent of needs and having devised sound 
dministrative methods for meeting these needs, 


the consumer should still be consulted. Does he want to spend 


financial and 


more for medical care In a free economy the consumer 1s 
the dictator—he decides how to distribute his money among 
the economic goods and services offered to him. In this country 
he has chosen to spend 96 per cent of his budget on items 
other than medical care. The authors would decrease this 
percentage of his income available for goods other than medi- 
cal care; but even more important, they would transfer the 
power of choice from the consumer to a central paternalistic 
group. They are right in thinking that the consumer-dictator 
will not be thwarted by means other than compulsion. The 
consumer must be compelled to achieve the goals set for him by 
“social planners.” 

The subcommittee report reflects the economic and _ political 
philosophy of a segment of the American Public Health Associa- 
tion. Its socialist viewpomt cannot be considered as repre- 
sentative of the opinions of the entire organization. It may 
be that even the members who constitute this segment do not 
realize the full implications of the program which they are 
recommending. For, although the report is written in the 
interests of compulsory health insurance, the immense scope of 
the program outlined transcends the restraints of practicality 
and obscures the authoritarian methods necessary to put the 
program into operation. 

The authors have added nothing but confusion to the problem 
of improving the quality of medical care. They have called 
for perfection but have produced only a scheme for regiment- 
ing both those who give and those who receive medical care. 
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Privileged Communications: Cannot Be Claimed by 
Defendant in Criminal Prosecution.—The defendant was 
charged with the crime of assault with intent to kill and upon 
a conviction appealed to the Supreme Court of Arkansas. 

\t the trial the State called a physician to testify concerning 
the location of bullet wounds in the victim’s body. The defen- 
dant objected on the ground that the physician's testimony 
would be a privileged communication and that the victim had 
not waived the privilege. The doctor stated that the victim had 
m tact specifically requested him not to testify. Over this 
| examined 

location, 


objection the doctor was permitted to state that he | 
the victim after she was wounded, to describe t 
nature and extent of her wounds and to state that she was 
hospitalized and treated by him. The defendant argued that 
excluded, the 
I od wee 
bie an Was 


even though the testimony objected to was late 
effect of the doctor’s testimony was not erasa 
prejudicial to him, 

At common law, said the Supreme Court, communications 
between physician and patient were not privileged and it is 
only by statute that a physician cannot be compelled to testify 
as to an examination of a patient. In this regard \rkansas 
statutes provide: “Hereafter no person authorized to practice 
physic or surgery and no trained nurses shall be compelled to 
disclose any imiormation which he may have acquired irom his 
patient while attending in a protessional charact id which 
iniormation was necessary to enable him to pi ibe as a 
physician or do any act for him as a surgeon or trained 
nurse. . . .” In a prior case the Supreme Court \rkansas 
said that the purpose of this statute “is to cover the relation 
of physician and patient with the cloak of confidence, and thus 
to allow a greater freedom in their communications to each other 
in regard to matters touching the disease of the patient. Such 
statutes are enacted as a matter of public policy, to prevent 
es of their 
was tried 


physicians from disclosing to the world the infirmit 
patients.” In another case, in which the defendant 
on a charge of rape and objected to the testimony of a physician 
concerning an examination he had made of the prosecutrix a few 
hours after the crime had been committed, the Supreme Court 
of Arkansas pointed out that the doctrine of privileged com- 
munications only extends to the physician's patients and him- 
self. A defendant, said the Supreme Court, in a prosecution 
for crime has no right to claim the protection. 

The weight of authority supports our holding in the prior 
cases, said the Supreme Court, that the doctrine of privilege is 
for the benefit of the patient and that the defendant im a 
criminal prosecution cannot object to the testimony of a phy- 
sician concerning information gained from the victim by the 
physician in his professional capacity. 

Che Arkansas Statutes also provide that physicians must 
report immediately to the appropriate peace officers treatment 
of all knife or gunshot wounds that appear to have been inten- 
tionally inflicted and make failure to report a misdemeanor. A 
construction which would serve as a cloak for crime should 
not be placed upon a statute which is enacted to prevent 
physicians from disclosing to the world the infirmities of their 
patients, said the Supreme Court. The State has a vital interest 
in the protection of its citizens from acts of violence. It would 
be unreasonable to say that a physician must report his treat- 
ment of a gunshot wound to a peace officer but that the State 
cannot call him to testify as to the nature, location and extent 
of such wounds in a court of law. In the case at bar, there 
was nothing in the doctor’s testimony which would subject the 
victim to prosecution, damage her reputation, wound her feelings, 
or disclose to the public any infirmity or condition which she 
might legitimately wish kept private. Accordingly, the testt- 
mony was held to be admissible. The case was reversed for 8 
new trial on other grounds, however.—Wimberley ¥. State, 
228 S. W. (2d) 991 (Ark. 1950). 
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Am. J. Roentgenol. & Rad. Therapy, Springfield, Iil. 
63:467-628 (April) 1950 


*C ition of Roentgen Diagnosis of Chronic Pulmonary Granulo 
of Beryllium Workers. A. G. Robert.—p. 467. 

Ty; Pneumoconiosis. A. A. Hobbs Jr.—p. 4838. 

Gia Rullous Emphysema Preducing Closure of Tuberculous Cavity: 
‘ Report M. M. Leder and D. W. Zahn.—p. 498. 

A tion as Aid in Diagnosis of Internal Derangements of Knee. 
M. R fsky p. 502. 

k logy of Parasitic Calcification. E. Samuel.—p. 512. 

Con tive Anatomico-Roentgenclogical Study of Cervical Spine of 
l ty Cadavers. D. E. Morton.—p. 523. 

Roe n Diagnosis of Pleural Mesothelioma (Endothelioma): Case 
R t. H. Schwartz.—p. 530. 

Tiss Necrosis Following Perivesical Extravasation of Undecylate 
kr n Contrast Medium: Case Report. W. E. Goodwin.—p. 536. 

Cyst roma of Neck and Mediastinum Successfully Treated by 
Roentgen Rays. G. E. Pfahler and H. H. Perlman.—p. 539. 

He mo-Endothelioma of Pelvis: Response to Irradiation. S. Rubin 

» S. Dann.—p. 545. 

D t Serial Roentgenography in Two Planes Simultaneously at 0.08 
s ’ Intervals: Physiological Aspects of Roentgen Diagnosis; 
A tus and Its Application to Angiocardiography. G. Fredzell, 
Loi i, E. Ohlson and C. Wegelius.—p. 548. 

*Retre e or Counter-Current <Aortography. <A. Castellanos and R. 
iD s.—p. $59. 

Biol | Evaluation of 20 Million Volt Roentgen Rays: IV. Efficiency 
and Dosage Range. H. Quastler and E. F. Lanzl.—p. 566. 


Chrenic Pulmonary Granulomatosis of Beryllium 
Workers.—According to Robert, chronic pulmonary granu- 
lomatosis occurring in beryllium workers is characterized pri- 
marily by exertional dyspnea, loss of weight, cyanosis and 
roentgenographically demonstrable changes within the lungs. 
Their occurrence hasbeen reported from such diverse industrial 
processes employing beryllium as the extraction of beryllium 
from the ore; the manufacture of fluorescent powders, fluores- 
cent lamps and neon signs; various metallurgic operations, and 
certain projects categorized as research in the production of 
atomic energy. The roentgen manifestations of chronic pul- 
monary granulomatosis are extremely protean. Three types, 
the granular, the reticular and the nodular, are generally rec- 
ognized The granular form presents a generalized stippled 
or “fine sand paper” appearance. Diffuse granularity, in addi- 
tion to an overlying generalized reticulation, may be observed in 
the reticular type. The nodular type is characterized by the 
presence in the roentgenogram of a diffuse nodulation. The 
nodules in contrast to the pattern of nodular pneumonoconiosis 
are less well defined and are associated with an underlying 
diffuse granularity. Both lungs are involved in all three types. 
lo date it has not been possible to regularly demonstrate a 
distinct transition from one type to another, and there is no 
clearcut succession of stages through which any given case must 
pass. The factors of importance are the nature of the lesion, 
the extensiveness of involvement and the patient’s inherent 
ventilatory and circulatory capacities, rather than a roentgeno- 
graphic estimation of the “stage” of development of the pul- 
monary lesions. There are indications that the types now 
recognized are all late manifestations of a chronic pulmonary 
granulomatosis and that there may be a preliminary and perhaps 
4 transitory phase comparable to the acute form, but so mild 
m degree that it escapes recognition. Despite the presence of 
4 characteristic granularity occurring in conjunction with other 

ings in most cases of chronic pulmonary granulomatosis, 
the roentgenogram alone does not present a picture sufficiently 


are the property of authors and can be obtained for 


low 
below. 


characteristic to warrant a definite diagnosis. The roentgen 
manifestations, along with the symptoms, physical and labora- 
tory findings, and the occupational history must be subjected 
to critical correlation. More frequent serial roentgenograms 
of all exposed personnel and more careful follow-up studies of 
those persons now lost to observation would aid considerably 
to the current knowledge of the epidemiology and behavior 
of the disease. 

Retrograde ‘or Counter-Current Aortography.—Castel- 
lanos and Pereiras claim to be first to perform in 1937 retro- 
grade aortography by the injection of radiopaque substances 
into the peripheral arteries of cadavers and by counter-current- 
wise injection through the right femoral artery in living persons 
with normal or anomalous cardiovascular systems... In retro- 
grade aortography the radiopaque substance is injected forcibly 
into a collateral or terminal branch of the aorta against the 
normal blood flow, i. e., centripetally. Retrograde aortography 
can be superior or thoracic, or inferior or abdominal. Ketro- 
grade aortography may be employed as a substitution for or a 
complement to angiocardiography. Short circuits or abnormal 
communications can be demonstrated in the case of a patent 
ductus arteriosus or an interventricular communication. 


Angiology, Baltimore 
1:109-232 (April) 1950 

Lessons of Aortography. R. Leriche, J. Kunlin and C. Boély.—p. 109. 

Hypertensive Ulcer of Leg. F. Martorell.—p. 133. 

Two-Step Test of Exercise Tolerance in Intermittent Claudication. 
M. Kissin, J. J. Stein and R. J. Adleman.—p. 141. 

Physiclogical Approach to Peripheral Venous Stasis. T. B. Massell 
and A. R. Kraus.—p. 150. 

*Nine Years’ Experience with Heparin in Acute Venous Thrombosis. 
G. Bauer.—p. 161. 

*Effectiveness of Anticoagulant Therapy as Observed in 303 Cases. 
I. F. Duff.—p. 170. 

Therapeutic Action of Muscle Adenylic Acid on Ulcers and Dermatitis 
Associated with Varicose or Phlebitic Veins: Preliminary Report. 
A. Rottino, R. Boller and G. H. Pratt.—p. 194. 

Measurement of Collateral Circulation, with Special Reference to 
Indications for Sympathectomy. R. H. Goetz.—p. 201. 


Heparin in Acute Venous Thrombosis.—PBauer reports 
on 440 patients with thromboembolism who were admitted to 
the Mariestad Hospital, Sweden, during the period 1940 to 1949. 
Two patients died from sudden pulmonary embolism without a 
previous diagnosis of thrombosis. Early diagnosis of incipient 
thrombosis was made in 438 patients who were treated with 
heparin. One hundred and fifty milligrams was administered 
immediately after the diagnosis was made. One or two addi- 
tional doses of the same size were given at intervals of at least 
four hours. On the following days three to four injections 
were usually given with early morning and night doses of 150 
mg. and a midday dose or doses of 100 mg. The temperature 
generally returned to normal after a few days, and swelling and 
tenderness in the leg disappeared. The heparin doses were 
then decreased to two injections of 100 mg. and on the last 
day to an evening dose alone. The patient was allowed to 
move about freely in bed during the entire treatment and was 
made to execute a series of bending and stretching movements 
of the legs at intervals throughout the day. He was allowed 
to get up and to walk about on the day the heparin doses were 
first decreased. The patient could leave the hospital as a rule 
two or three days after first getting up. Two of the patients 
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died, the mortality thus being 0.4 per cent. The course was 
mainly uneventful in the remaining 436 patients. The average 
time of recumbency was 4.6 days. Complications were observed 
only infrequently. There was a recurrence in 6 cases (1.3 per 
cent) and a slight hemorrhagic tendency in 10 (2.2 per cent). 
Thirty-nine patients had a pulmonary embolism before the 
treatment was instituted. All of them recovered. Results 
btained at the same hospital during an earlier period, 1929 
to 1938, in which the usual conservative methods were used, 
showed that 47 of 264 died from fatal pulmonary embolism, the 
mortality being 18 per cent. 

Effectiveness of Anticoagulant Therapy.—Duff admin- 
istered anticoagulants to 303 patients at the University of 
Michigan Hospital. One hundred and thirty-three had peripheral 
venous thrombosis, 35 had pulmonary embolism and 31 had 
myocardial infarction. Seventy-four patients were given anti- 
coagulants to forestall thromboembolism after surgical pro- 
cedures, fractures or childbirth, The remaining 30 patients 
belonged to a miscellaneous group including patients with 
multiple sclerosis, systemic arterial embolization, venous or 
arterial retinal occlusion and cerebral thrombosis. Six hundred 
milligrams of dicumarol® administered over a three day period 
reduced prothrombin concentrations to less than 30 per cent 
in the average cas« \bout 1,400 mg. was administered over 
a period of ten days to maintain a therapeutic concentration 
varying from 15 to 26 per cent. Normal values were observed 
about six days after the last dose of dicumarol.® Anticoagu- 
lants may be employed with reasonable safety in the treatment 
of thromboembolism occurring at low prothrombin levels 
although sensitivity to dicumarol® is thereby increased. Pro- 
thrombin concentrations of less than 10 per cent were reached 
at some time in 17 per cent of the cases. The incidence of 
bleeding induced by dicumarol® was 11 per cent. Hemorrhage 
was infrequent at prothrombin concentrations above 20 per 
cent, but it occurred as commonly in the range of 10 to 20 per 
cent as below 10 per cent. Large and frequently repeated doses 
of vitamin K are the antidote to an excessive effect of 
dicumarol® on prothrombin. “Escape” of prothrombin above 
the therapeutic range occurred at some time in one third of 
the patients, in only 9 of whom coincident thromboembolism 
occurred. Thromboembolism took place in an additional 18 
patients during the institution of anticoagulant therapy, at a 
time when the prothrombin concentration varied from 100 to 
30 per cent. In 14 patients (4.6 per cent) thromboembolism 
developed after prothrombin was reduced to therapeutic levels. 
Eight of these accidents were fatal. Clinical experience sub- 
stantiates the technical definition and limitation of the thera- 
peutic prothrombin range to concentrations below 30 per cent. 
Early and satisfactory response of peripheral venous throm- 
boses was observed in 96 per cent of the cases. This response 
was accelerated by supplementation of dicumarol® with pre- 


liminary heparinization. 


Annals of Internal Medicine, Lancaster, Pa. 
32:595-826 (April) 1950 

Dietary Invalidism. H. J. John.—p. 595. 

Electrocardiography: Modern Trends in Instrumentation and Visual 
and Direct Recording Electrocardiography. F. L. Dunn and W. E. 
Rahm Jr.—p. 611 

Therapeutic Considerations in Chronic Ulcerative Colitis. W. L. Palmer, 
J. B. Kirsner and H. Marshall.—p. 627. 

Studies in Disorders of Muscle: II. Clinical Manifestations and 
Inheritance of Facioscapulohumeral Dystrophy in Large Family. 
F. H. Tyler and F. E. Stephens.—p. 640. 

Aureomycin in Urinary Tract Infections—Preliminary Clinical Report. 
S. W. Rubin and A. E, Goldstein,—p, 661. 

Tuberculosis in B. C. G. Vaccinated Nurses. J. Kinney.—p. 673. 

Hydrotherapy in Osteoarthritis. J. D. Currence.—p. 682. 

*Tularemic Pericarditis: Report of 2 Cases Including One of Con- 
strictive Pericarditis. H. C. Meredith Jr.—p. 688. 

Cardioinhibitory Carotid Sinus Syndrome, A. J. Draper.—p. 700. 

*“Nodal Tachycardia Following Digitalis Overdosage (Stopped by 


Carotid Sinus Pressure): Report of 2 Cases. L. I. Stellar.—p. 717. 


Tularemic Pericarditis.—Meredith reports 2 cases of tula- 
remic pericarditis treated at the University of Virginia Hospital. 
One of these is the first case of tularemic pericarditis to be 
treated with streptomycin. It was apparently beneficial, although 
it did not prevent constrictive pericarditis, probably because 
the treatment was started late, in the fourth month of illness. 
Surgical removal of the constricting pericardium relieved the 
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incapacitating symptoms. The second case is interesting in 
that at the time of the first admission constrictive pericarditis 
was considered highly probable, but no evidence of this could 
be found seven years later. There were only 14 cases of 
tularemic pericarditis published, including the 2 of this report, 
Diagnosis of tularemia may usually be made with relative ease 
with a typical history. It should be suspected in case of 
atypical pneumonia with history of contact with rabbits. The 
diagnosis is confirmed by positive agglutination for Pasteurella 
tularensis, especially with rising titers. The reaction to an 
intradermal test is diagnostic if it is positive. Both 
agglutinations and skin reaction remain positive for life. Recoy- 
ery of the organism either by culture or animal inoculation 
establishes the absolute diagnosis, but these procedures are not 
without danger to the laboratory worker. In this group of 
14 patients, 12 had positive agglutinations, with 2 patients 
dying before they had become positive. In 7 the diagnosis 
was established by agglutinations alone, while in the remaining 
7 the organism was recovered. The diagnostic criteria for 
pericarditis in these cases depended chiefly on the demonstra- 
tion of a pericardial friction rub, which was heard in 13 patients. 
Electrocardiographic changes were consistent with this diag- 
nosis in 7 cases. Pleuropulmonary manifestations were noted 
in all but 1 case. The high incidence of pleuropulmonary 
lesions suggests that tularemic pericarditis develops only in 
the presence of these lesions. 

Nodal Tachycardia Following Digitalis Overdosage. 
—Stellar reports on 2 men aged 65 and 80 with decompensated 
hypertensive and arteriosclerotic heart disease and auricular 
fibrillation. They were given too much digitalis, both rela- 
tively and absolutely. In both there developed the unusual 
rhythm of nodal tachycardia while the auricles continued to 
fibrillate. Carotid sinus pressure stopped the tachycardia and 
resulted in the reappearance of fibrillation. The first patient, 
who was followed in the outpatient department, was careless 
about following the prescribed digitalis dosage and was seen 
again in cardiac failure. At a later check-up there was evidence 
of digitalis toxicity, but when seen subsequently he was fairly 
well. <Auricular fibrillation was found at every examination. 
Later, he was admitted in coma. There was clinical evidence 
of a cerebral vascular accident. The heart was enlarged. The 
rhythm was now regular except for some extrasystoles. He 
remained in coma and died on the third hospital day. An 
autopsy was not performed. The second patient died of pneu- 
monia. The cardiac rhythm remained regular to the end. 
Autopsy was not done. The author feels that nodal tachycardia 
due to digitalis is probably commoner than believed. Many 
of the other 75 cases of nodal tachycardias in the Boston City 
Hospital series followed digitalis administration. Small doses 
of digitalis can produce specific toxic effects especially in a 
diseased myocardium. 


Archives of Internal Medicine, Chicago 
85:727-892 (May) 1950 


*Prognosis of Vascular Hypertension: Nine Year Follow-Up Study of 
418 Cases. R. Frant and J. Groen.—p. 727. 
Cardiac Lesions in Rheumatoid Arthritis: Summary of Recent Develop- 
ments and Bedside Study of Patients and Controls. E. F. Rosenberg, 

L. F. Bishop Jr., H. J. Weintraub and P. S. Hench.—p. 751. 
Mediastinal Parathyroid Adenoma: Report of Case with Unusual Fatal 

Course. W. Staub, D. M. Grayzel and P. Rosenblatt.—p. 765. 
“Immunity in Tularemia: Report of 2 Cases of Proved Reinfection. 

T. W. Green and H. T. Eigelsbach.—p. 777. 

Bromide Intoxication: Analysis of Cases from General Hospital. 

Perkins.—p. 783. aa 
Significance of Anemia, Leukopenia and Pel-Ebstein Fever in Hodgkin's 

Disease. W. C. Riley and L. Gailland.—p. 795. ‘ 
Pulmonary Adenomatosis: Clinical Review and Report of 3 Cases. A. B. 

Weir Jr.—p. 806. 3 
Syphilis: Review of Recent Literature. H. Beerman, L. Nicholas, M. S. 

Buerk and W. T. Ford.—p. 819. 

Prognosis of Vascular Hypertension.—Frant and Groen 
report a follow-up of 418 patients with hypertension (blood 
pressures above 155 systolic and 100 diastolic) who mon 
reexamined after a period of eight to nine years. The a 
rate for men with essential hypertension exceeded the normal : 
expected death rate in the same age groups by 102 per cent; 
for the women this figure was 91 per cent. Chronic 
increased the death rate in men by 587 per cent and in women 
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by 150 per cent. Hypertension related to toxemia of pregnancy 
carried a mortality of 155 per cent in excess of the normal. 
The total excess mortality for patients with hypertension of all 
types was 233 per cent for the men and 201 per cent for the 
women. The mortality increased with increase of both systolic 
and diastolic blood pressure. The condition of the fundus of 
the eye is a better guide for the prognosis of hypertension than 
the increase in blood pressure. Heart disease, albuminuria and 
diabetes appeared to reduce the expectation of life even more 
for women than for men. Hypertension accompanied with 
obesity appeared to be prognostically more faverable than the 
same hypertension in patients whose weight was normal or low. 
Hypertension in young subjects carries a relatively shorter 
life expectancy than high blood pressure in old age. Heart 


disease is first among the causes of death of patients with 
hypertension; it accounts for 40.9 per cent; next comes car- 
cino! (16.4 per cent), followed by uremia (14.9 per cent) 
and lexy (8.6 per cent). Apoplexy as cause of death was 
almost seven times as common among women (14.2 per cent) 
as among men (3.1 per cent). The cause of death could not 


be ascertained for 9.4 per cent. 
Immunity in Tularemia.—According to Green and Eigels- 


bach it is widely accepted that recovery from an attack of 
tularemia is followed by a lifelong immunity with complete 
prote n against reinfection. After citing 2 earlier reports 
on reinfections after tularemia, the authors describe 2 addi- 
tion: ses of proved reinfection. Both cases were in labora- 
tory rkers. The authors conclude that while certain 
reinfections with Pasteurella tularensis may be so mild as to 
be 11 sequential, others are more serious and approach the 
severity of the initial infection. From the course of these two 
reint ns and from the results of experimental studies in 
anin m the pathogenesis of this disease, it seems probable 
that s\-temic invasion does occur in human reinfection tularemia, 


Archives of Otolaryngology, Chicago 
51:465-640 (April) 1950 


Col Ala: Pathologic Physiology and Management. S. Fomon, 
J Gilbert, A. L. Caron and S. Segal Jr.—p. 465. 

Bo: ction in Otosclerosis. R. R. Woods.—p. 485. 

Effe Common Cold on Speech, C. Lightfoot.—p. 500. 

Ant ir Cytotoxic Serum in Pediatric Otolaryngology. E. I. 
St ge—p. 514, 

Sialog y. EF, J. Putney and M. J. Shapiro—p. 526. 

Acut« tbdural Empyema Secondary to Frontal Sinusitis: Report of 
Ca th Recovery. J. A. Mufson and M. Wagner.—p. 535. 

Base Nose: Anatomy and Plastic Repair. B. L. Griesman.—p. 541. 

*Endol atic Hydrops Without Vertigo: Its Differential Diagnosis 
and lreatment. H.-L. Williams, B. T. Horton and L. A. Day. 
=— 

Allerg f Ear: With Classification and New Treatment of Labyrinthine 
Hyd by Dehydration. A. Dintenfass.—p. 582 

Enda Radical Mastoidectomy for Chronic Mastoiditis. R. J. Me- 
Quist p. 596. 


Endolymphatic Hydrops Without Vertigo.—Williams 
and his associates reviewed the cases of perceptive deafness 
without vertigo observed at the Mayo Clinic in the years 1945 
and 1945. Approximately 1,394 patients were seen whose 
condition was diagnosed as nerve (perceptive or inner ear) 
deafness. They treated 32 patients who, they thought, met the 
criteria for the diagnosis of endolymphatic hydrops without 
vertigo. Twenty-two additional patients met these criteria but 
were not treated. It is apparent that endolymphatic hydrops 
Without vertigo is relatively uncommon, since it was encoun- 
tered in less than 50 of 1,000 cases in which inner ear deafness 
was present. In this same period there were 585 cases in which 
the diagnosis of Méniére’s symptom complex was made. The 
great majority of these cases appeared to be instances of endo- 
lymphatic hydrops, so that attacks of vertigo appeared to be 
the rule rather than the exception in this malady. As a con- 
trol, 25 patients who were considered as having perceptive or 
herve deafness and who had loss of hearing for high tones and 
Preservation of hearing for low tones, and otherwise did not 
Meet the criteria for diagnosis of endolymphatic hydrops, were 
treated by intravenous injection of histamine phosphate solution 
without improvement. The procedure with which the authors 
are concerned was introduced in 1939 and has been followed 
since then. It is as follows: 2.75 mg. of histamine phosphate 
‘diluted in 250 ce. of isotonic sodium chloride solution is admin- 










































































istered by the drip method at rates usually ranging from 16 to 
60 drops per minute, depending on the tolerance of the patient. 
It is the rate of administration of the solution and not primarily 
the amount of histamine administered which is of paramount 
importance. This procedure is usually repeated daily. It is 
important for the patient to have food in his stomach at the 
time the histamine is given, so that the excess gastric acids 
provoked by histamine can be readily absorbed. For women 
who had a severe decrease in their ability to hear just before 
and during the menses or at the time of ovulation, the oral 
administration of 0.1 mg. of diethylstilbestrol daily had a 
tendency to prevent this condition. Diethylstilbestrol alone would 
not produce or maintain improvement in hearing, and histamine 
alone could not maintain the gain in hearing during either the 
premenstrual or the midmenstrual periods. Treatment with 
both controlled this tendency to loss of hearing. 


Bulletin of Johns Hopkins Hospital, Baltimore 
86:191-264 (April) 1950 

Effect of Size of Inceulum (Number of Treponemes) upon Course of 
Experimental Syphilis in Rabbit. R. H. Wiggall and A. M. 
Chesney.—p. 191. 

Carbonyl Reaction Differentiating Fetal Zona Reticularis of Human 
Adrenal Cortex from Mouse X Zone. R. S. Benua and E. Howard 
—p. 200. 

Natural Course of Light Experimental Infection of Schistosomiasis 
Japonica in Monkeys. Ch’ien Liu and F. B. Bang.—p. 215. 

Characteristics of Gradients of Uterine Contractility During First 
Stage of True* Labor L. M. Hellman, J. Harris and S. R. M 
Reynolds.—p. 234. 

Suppression of Androgen Secretion by Cortisone in Case of Congenital 
Adrenal Hyperplasia: Preliminary Report. L. Wilkins, R. A. Lewis 
R. Klein and E. Rosemberg.—p. 249. 


Circulation, New York 
1:643-1072 (April) [Part I]] 1950. Partial Index 


Relationship of Degree of Coronary Atherosclerosis with Age, in Met 
.. K. White, J. E. Edwards and T. J. Dry.—p. 645 

“Two-Step” Exercise Electrocardiogram in Functional Heart Disturb 
ances and in Organic Heart Disease: Use of Ergotamine Tartrate 
A. M. Master, L. Pordy, J. Kolker and M. J. Blumenthal.—p. 692 

Influence of Saline, Papaverine, Nitroglycerin and Ethyl Alcohol on 
Electrocardiographic Kesponse to Standard Exercise in Coronary 
Disease. H. I. Russek, R. H. Smith, W. S jaum and = others. 
—p. 700. 

Sensitivity of Supreventricular Pacemakers to Acetylcholine in Acute 
Hypoxemia. C. Callebaut, S. Rodbard and L. N. Katz.—p. 712. 

Question of Function of Right Ventricular Myocardium; Experimental 
Study. A. C. P. Bakos.—p. 724. 

Syndrome of Bernheim as Clinical Entity. H. I. Russek and B. L. 
Zohman.—p. 759. 

Congenital Arteriovenous Fistulas of Thoracic Wall. H. C. Maier and 
A. P. Stout.—p. 809. 

Studies of Tissue Respons to Injections of Enzymes. 8S. T. 
Schlamowitz and A. C. DeGraff.—p. 816. 

Relation of Supraventricular Paroxysmal Tachycardia to Heart 
Disease and Basal Metabolism Rate. R. W. Kissane, R. Brooks and 
T. E. Clark.—p. 950. 

Electrokymographic Studies in Insufficiency of Aortic and Pulmonic 
Valves. H. E. Heyer, E. Poulos and J. H. Acker.—p. 1037. 

Cardiac Tamponade Associated with Administration of Dicumarol 
C. L. Leedham and J. A. Orbison.—p. 1065, 


Delaware State Medical Journal, Wilmington 
22:63-90 (April) 1950 


*Employment of Massive Blood Transfusions in Performance of Extensive 
Surgical Procedures. R. A. Mino.—p. 63. 
Adenoma of Parathyroid: Preliminary Report of Case Associated with 
Osteitis Fibrosa Cystica, J. F. Hynes and R. Heller.—p. 79. 
Ligation of Inferior Vena Cava: Case Report. H. S. Rafal.—p. 81. 
Massive Blood Transfusions in Extensive Operations. 
—Mino reports 16 cases in which formidable operative pro- 
cedures were performed. Twelve of the patients were sub- 
jected to complete or incomplete pelvic and perineal eviscera- 
tions with ureterocolic implantation. Most of these operations 
lasted more than nine hours. Five of the 12 patients who 
underwent evisceration died, 2 postoperatively and 3 later. Seven 
are living, and most of these are asymptomatic and perform- 
ing household duties. They all have an excellent mental out- 
look. One of the 16 patients underwent portacaval shunt for 
portal hypertension, secondary to severe sarcoidosis of the liver. 
In this patient operation was followed by excellent relief. She 
was comfortable for the remaining two years of her life. The 
3 remaining patients underwent a total thoracic esophagectomy 
with intrathoracic cervical esophagogastrostomy for carcinoma 
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involving or extending to the superior mediastinal segment of 


the esophagus. The feasibility of resecting the esophagus for 
these lesions, which were formerly considered not operable, is 
well demonstrated by these reports. These long operations, 
particularly the pelvic eviscerations, involve oozing from large 
denuded surtaces \t other times, rapid bleeding from tem- 
porarily inaccessible vessels necessitates the imtusion under 
pressure of 500 to 1,000 cc. of blood in five to 10 minutes. 
Thus, large amounts of blood must be ready tor mstant use 
Massive blood transfusions (in 1 case, 11,000 ce. of blood and 
5) ce. of plasma) made these surgical procedures possible, 


although other recent advances contributed to success 


Endocrinology, Springfield, Ill. 
46:201-340 (March) 1950. Partial Index 
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Illinois Medical Journal, Chicago 
97:169-232 (April) 1950 


‘ ly i xtre ties kK rt f 2 Cases D 


Anemia Secondary to Diaphragmatic Hernia.—Schwartz 
ints out that, in spite of the increasing frequency with which 
itus hernia is recognized, sufficient emphasis has not been 


riven to the fact that it is likely to produce serious anemia. 


He suggests that one or all of the following factors play a 
part in the pathogenesis of hiatus hernia anemia: (1) passive 
congestion, (2) ulcer due to either varicosities resulting from 
passive congestion or a disturbed blood supply and (3) inflam- 


ie wall of the viscera incarcerated 


in the hiatus of the hernia. He analyzes observations in 20 


cases of diaphragmatic herma 


these cases resulted in severe iron-deficient anemias. There 


Bleeding from the stomach in 


Was a paucity of symptoms directing attention to the gastro- 
intestinal tract, but cardiovascular symptoms were prominent. 
Physical findings were negligible. Histories of several of the 
patients are reported \ diaphragmatic hiatus hernia should 
be suspected and ruled out before other diagnoses are enter- 
tained in a patient, especially a female past middle age, who 
presents an iron-deficient type of anaemia without a history of 
bleeding, without localizing symptoms, and without physical 


findings of significance. 


Industrial Medicine and Surgery, Chicago 
19:151-212 (April) 1950. Partial Index 

lerosis: Benign Pneumoconiosis Due to Inhalation of Iren Dust. 
L. E. Hamlin and H. J. Weber.—p. 151 

Urinary Uranium as Measure of Exposure Hazard. W. F. Neuman. 
p. 185 

*Contributions of Vacations to Employee Health, M. D. Owen.—p. 192. 

Skin Hazards in the Fur Industry M. H. Samitz and P. Mori. 


—p. 198 


> 


Vacations and Health.—The granting of vacations is based 
on the belief that the vacation improves the health and efficiency 
of the workers. Owen made a survey based on postvacation 
interviews with 300 employees of the Oak Ridge National 
Laboratory. Improved feeling of well-being, improved health 
and the return to work attitude were chosen as standards for 
measuring the success of the vacation from a health standpoint. 
The type of vacation, the specific kinds of activities, the amount 
of exercise or out-of-door activity, the time of year of the 
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vacation and the degree to which desires for an ideal vacation 
were fulfilled had little effect on the success of the vacation 
from a health viewpoint. The maximal health benefit was 
derived from a vacation that was free from tension, including 
excessive driving, that permitted more sleep than usual, that 
included activities different from daily routine and that was two 
weeks rather than one week in duration. 


Journal of Applied Physiology, Washington, D. C, 
2:425-480 (Feb.) 1950 


Human Sensitivity to Standardized Cold Test. L. M. Hursh.—p, 425, 

Blood Picture at High Altitude. H. Chiodi.—p. 431. 

Excretion of Neutral 17-Ketosteroids in Human Subjects Repeatedly 
Exposed to Hypoxia Under Conditions of Simulated High Altitude, 


M. W. Burrill and A. C. Ivy.—p. 437 
Influence of Bimanual Exercise on Unilateral Work Capacit Fr. A. 


Hellebrandt and S. J. Houtz.—p. 446. 

Carbon Dioxide Equilibration in Lung and Its Application to Determi- 
nation of Cardiac Output. C. J. Martin, H. Kramer, C. A, | sander 
and others | $53 

Oxy Met ism of Moderate Exercise, with Some Observations on 
Effects of Tobacco Smoking j M. Henry and J. R. Fitzhenry, 

Postgastrectomy and Postvagotomy Syndrome. N, C. Jefferson, C. W. 
Phillips, R. Levine and H. Necheles.—p. 469. 

Significance of Changes in Extracellular Fluid Volume During Insulin 
Chet for Mental Disease. M. D. Altschule, H. Gri im and 


E. Promisel.—p. 477. 


Journal of Clinical Investigation, Cincinnati 


29:265-380 (March) 1950 


Investigation of Aminoaciduria in Wilson’s Disease (Hepat ticular 
Degeneration): Demonstration of Defect in Renal Funct A. M. 
Cooper, R. D. Eckhardt, W. W. Faloon and C. S. Davidson.—p. 265. 

Observations on Change of Ventricular Systole (Q-T Interval) During 
Ee xercis P. N. G. Yu, R. A. Bruce, F. W Love ] and 
R. Pearsor I 79 

Comparative Study of Effects of Tetraethylammonium ( ride and 
Veratrum Viride on Blood Pressure in Normal and Toxemic Preg- 
nat N. S. Assali, A. A. Brust, 5. T. Garber and E. b. Ferris. 

Insulin Telerance Test in Patients with Essential Hyperter I. A. 
Mirsky, S. M. Kaplan, C. J. Podore and R. H. Broh-Kah: 297. 

Urin Excretion of Amino Acids in Liver Disease M. S. Duna, 
S. Akawaie, H. L. Yeh and H. Martin.-—p. 302. 

Rapid Method for Determining Blood Volumes by Use of P*--Labelled 
Red Cells. A. F. Reid and M. K. Orr.—p. 313 

Activation of Proplasmin by Factor from Mammalian Tis ee 
Tagnon and G. E. Palade.—p. 317 

Metabolism of 1-Tyrosine in’ Infantile Scurvy. J. E. Morris, E. R. 


Harpur and A. Goldbloom.—p. 325 
Transfusion of Leukocytes Labeled with Radioactive Phosphorus. A. S. 
Weisberger, R. W. Heinle, J. P. Storaasli and R. Hannah.—p. 336. 
Renal Venous Pressure in Chronic Congestive Heart Failure M. H. 
Maxwell, E. S. Breed and I. L. Schwartz.—p. 342 
Excretion of 11-Oxycorticosteroids in Paraplegic and Rheumatoid Arth- 
ritic Patients. P. L. Staub, J. W. Menthe, S. S. Nelson and H. Cohn. 
p , 
l Response to Streptococcal Hemolysin and Hyaluronidase in 
Streptococcal and Rheumatic Infection. S. Harris and T. N. Harris. 


per 
—p 51. 

Serum Citric Acid After Ingestion of Glucose in Normal and Starved 
Subjects. kK. Lundbae k, V. P. Pete rson and F. Schonhey ler.—p. 361. 

Studies on Diuretics. J. J. Duggan and R. F. Pitts.—p. 365 


Journal-Lancet, Minneapolis 


70:121-158 (April) 1950. Partial Index 

Mediastinal Tumors. G. A. Dodds.—p. 127. 

Tuberculosis Control Among American Indians. H. DeLien and A. Ww. 

Dahlstrom.—p. 131. 

Modern Program of Rehabilitation for the Tuberculous. S. S. Cohen 
and M. L. Boice.—p. 137. z 
*Further Comparative Studies in Tuberculin Skin Testing Among 2500 

Students. E. S. Krug and H. R. Glenn.—p. 139. 

*Shall We Accept or Reject BCG Vaccine? R. L. Todd.—p. 140. 
Case of Spontaneous Hemopneumothorax.- G. J. Kertesz.—p. 143. 
Observations on Mass Survey and Hospital Admission X-Ray Programs. 

R. J. Anderson.—p. 145. . 

Mobile X-Ray Surveys and General Practice. E. J. Simons and E. G. 

Knight.—p. 147. 

Tuberculin Skin Testing.—Krug and Glenn compared the 
results obtained by testing students for evidences of tuberculosis 
with intradermal PPD (purified protein derivative) tuberculin 
and the Vollmer patch test. They showed in a study of 2,152 
undergraduate students in the fall semester 1947 that satis 
factory and comparable results could be obtained by using patch 
tests instead of the two dose intradermal PPD test for vas * 
culosis. They verified in the fall of 1948 the percentage Tes 
in the 1947 study for patch testing by reprocessing 4 ch 
group of 2,546 undergraduates. The reliability of the pat 
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test requires attention to the following factors: (1) selection 
of a thin-skinned hairless site, (2) thorough cleansing of the 
skin with a fat solvent agent (acetone), (3) instructions regard- 
ing the care following the application of the patch (sweating, 
bathing), (4) removal of the patch by the medical agency to 
make sure that it has been in place for the required time and 
(5) careful reading of results by physicians who have prepared 
themselves for the proper interpretations. A tuberculin of ade- 
quate potency must be used in the preparation of the patches. 
Reading at the end of 48 and 96 hours convinced the authors 
of the great importance of the 96 hour reading. 

BCG Vaccination: Should It Be Accepted?—Todd 


me aspects of this problem and lists considerations 


vIeWS 

which must be kept in mind. BCG vaccine has been used on 
humans since 1921, yet we do not know whether it is effective, 
and, if so, how effective. The theory that a positive tuberculin 
reaction predisposes to reinfection is not compatible with a belief 
in BCG vaccination. The theory that the development of a 
positive erculin reaction indicates some degree of resistance 
to reini m does explain the belief that BCG vaccination 


nereased resistance. The tuberculin reaction is a 

in the diagnosis of tuberculosis, an aid which is 
he vaccinated person is changed from a nonreactor 
tor to tuberculin. A number of bacteriologic and 

problems remain to be solved before many of the 
regarding BCG vaccination can be answered. These 
nclude standardization and stabilization of the anti- 
cy of the vaccine and the response of the subject in 
terms of protective immunity. The Trudeau Society considers 
BCG vaccine, properly prepared and administered, to be harm- 
less, but ints out that further studies are needed before the 
degree of protection can be predicted. Approved general control 
measures must be continued until further proof of efficacy of 


results 
valuable 
lost wher 
to a rea 
immut 
questions 
problems 
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BCG vaccination is available. 
Journal of Nutrition, Philadelphia 
10:483-644 (April) 1950. Partial Index 
Human Milk Studies: XXVII. Essential Amino Acids in Human Colos- 
trum lransitional Milk. S. Miller, V. Ruttinger, M. M. Rutledge 
ind ot p. 499. 
*Retentior Fluorine When Fed as Bone and as Sodium Fluoride. 
Ss. H. J son, F. F. Tisdall, T. G. H. Drake and D. Wightman. 


Vitamin .\ Utilization Studies: IL]. Utilization of Vitamin A Alcohol, 


Vitan Acetate and Vitamin A Natural Esters by Humans. E. F. 
Week and F. J. Sevigne.—p. 563. 

Pantothe Acid Deficiency and Conjugation Reactions in Vivo: II. 
Effect Riboflavin and Pyridoxine Deficiencies on Acetylation of 


Sulfani! 


e. M. E, Shils, S. Abramowitz and M. 

Influence of Diet Composition on Vitamin Biz Activity in Mice 

Bosshardt, W. J. Paul and R. H. Barnes.—p. 595. 

Factors Influencing Utilization of Carotene for Storage of 
in Rat. M. G. Vavich and A. R. Kemmerer.—p. 605. 
Utilization Adult Rat of Amino Acid Mixtures Low in 

J. T. Anderson and E. S. Nasset.—p. 625. 

Retention of Fluorine from Bone.—Jackson and_ his 
co-workers cite 2 instances in which bone has been used as a 
large scale source of supplementary calcium in the human diet. 
The first example was the addition of cooked bone to canned 
meat products. During and immediately after the last war a 
large proportion of the canned meat products prepared in Canada 
lor U.N.R.R.A. contained 15 per cent of cooked ground bone. 
The addition of 0.5 per cent bone meal to all the flour sold in 
Newfoundland is a second example. This use of bone not only 
faises the question of the availability of its calcium but also 
a the amount and retention of the fluorine in edible bone 
products. The authors review comparative investigations by 
others on the retention of fluorine from bone meal or from 
sodium fluoride. Quoting from a report by Greenwood they 
‘ay that in puppies receiving sodium fluoride dental fluorosis 
developed. This abnormality did not develop when the fluorine 
supplement was in the form of bone meal. Furthermore, the 
teeth Were better in those animals receiving bone meal. Exten- 
‘We studies carried out by the authors revealed that veal bones, 
both “hard” and “soft,” had less than one tenth as much 
fluorine as beef bones. Pork bones had an intermediate concen- 
ation. Studies were made of the retention of fluorine from 
“dium fluoride, from cooked ground bone and from bone meal. 

fluorine retained from sodium fluoride varied directly with 
the total fluorine ingested. The proportion of fluorine retained 


Sass.—p. 577. 


D. K. 
Vitamin A 


Leucine. 
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from added bone decreased as the amount ingested increased. 


When rats were fed at a level of 0.6 mg. per hundred cubic 
centimeters, the retention of ingested fluorine was the same when 
added as either sodium fluoride or pork or beef cooked bone. 
The retention when added as veal bone was only one-fourth 
to one-third that of sodium fluoride. The retention when added 
as bone meal was less than when added as cooked ground bone. 
Retentions of fluorine in adult rats were lower than in young 
growing rats. The concentration of fluorine in rats’ incisor 
teeth bears a constant relation to its concentration in the rest 
of the carcass. 


Laryngoscope, St. Louis 


60:315-406 (April) 1950. Partial Index 

Otitis Media with Effusion: Challenge to Otolaryngology. G. D. 
Hoople.—p. 315. 

Arytenoidectomy: Preliminary Study. J. A. Murtagh, F, C. Moister 
and J. Milne p. 33 

Head and Neck Pains of Cervical Dise Origin. E. C. Schultz and 
R. E. Semmes.—p. 338. 

Practical Testing for Pure Psysiological Hearing Function. J. Lempert, 

p. 344 


Traumatic Paralysis of Vocal Cords. M 
Vasomotor Rhinitis. T. E. Walsh.—p. 360 
Surgical Removal of Congenital Neck Fistula. C. Hall.—p. 368, 
*Cytological Smear Technique in Diagnosis of Carcinoma of Maxillary 
Sinus: Report. G. S, Fitz-Hugh, C. N. Moon Jr. and 


C. H. Lupton Jr.—p. 376. 


Lynch.—p. 354. 


Preliminary 


Cytologic Smear Technic in Diagnosis of Carcinoma 
of Maxillary Sinus.—Fitz-Hugh and his co-workers say that, 
among 72 consecutive cases of unilateral antral disease, 6 cases 
of carcinoma were recognized by the application of the Papani- 
colaou technic to antral washings. The diagnosis of either 
sinusitis or carcinoma was later confirmed by clinical behavior 
cr biopsy. The authors feel that cytologic studies of antral 
washings should be recognized as a useful aid in the diagnosis 
of carcinoma of this region. 


Medical Annals of District of Columbia, Washington 
19:179-236 (April) 1950 


Intravenous Infusions of “Invert Sugar’: Preliminary Report. J. J. 
Weinstein.—p. 179. 

Detection and Prevention of Early Cancer. E. S. L’Esperance.—p. 183. 

Current Histamine Therapy. L. S. Blumenthal.—p. 191. 

X-Ray Treatment in Certain Nonmalignant Conditions. E. J. McDonald. 

p. 199. 

Recovery of Case of Psittacosis Following Aureomycin Therapy. D. J. 

Davis and W. S. Hawkins.—p 


203. 


Mental Hygiene, Albany, N. Y. 


34:177-352 (April) 1950. Partial Index 


Mental Health in Industrial Relations. R. L. Sutherland.—p. 192. 


Training of Psychiatric Nurses in Outpatient Clinic. F. M. Fisher 
i, 196 
Community Organization for Mental Health. R. G. Novick.—p. 203. 


Military Surgeon, Washington, D. C. 
106: 259-344 (April) 1950. Partial Index 


The Atomic Bomb Versus Survival. M. J. Aston.—p. 270. 

Newcastle Disease Infection in Man. C. H. Thompson Jr.—p. 276. 

Preserved Homogenous Cancellous Bone for Rhinoplasty (Preliminary 
Report.). A. J. Vadala and K. Somers.—p. 281. 

Iritis from Dental Focal Point. C. C. Alling.—p. 286. 

Report of 500 Cases of Vaginal Deliveries Under Saddle Block Anes- 
thesia Using Heavy Nupercaine. J. G. Tifft and H. F. Funsch. 
—p. 287. 

Physical Aspects of Primary Contamination of Bullet Wounds. A. J. 
Dziemian and C. M. Herget.—p. 294. 


Missouri State Medical Assn. Journal, St. Louis 
47:153-232 (March) 1950 


Cancer of Face, Mouth and Neck: Principles of Surgical Treatment. 
L. T. Byars.—p. 169. 
Chrysotherapy in Rhenmatvid Arthritis. L. G. Neudorft.—p. 172. 


Mesantoin in Treatment of Epilepsy (2 Case Reports). D. J. Dyer. 


—p. 176. 
E.C.B.—210, New Agent for Treatment of Headache: Comparison with 
Cafergone. R. E. Ryan.—p. 178. 


Plastic Operation in Fracture of Patella. A. C. Schopp and C. M. 
Fellhauer.—p. 179. 
“Rh” Problem: Discussion of Pertinent Questions. 


and M. E. Brockland.—p. 


47:233-316 (April) 1950 
History of Missouri State Medical Association. R. E. Schlueter.—p. 249. 


E. G. Hamilton 
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New England Journal of Medicine, Boston 
242:429-488 (March 23) 1950. Partial Index 


Medicinae Doctor, 1950 P. Dufault.-p. 429. 
Specific Language Disability: Cause of Scholastic Failure. J. R. 
Callaghe p. 43 
Use of Direct Eosinophil Count in Diagnosis and Treatment of Water 
ise-Friederichsen Syndrome. W. W. Faloon, R. W. Reynolds and 


\bsence of Toxic Effect of Folli Acid on Central Nervous System of 
Persons Without Pernicious Anemia E. A. Harvey, I. Howard and 
W P. Murphy p. 446 

Season, Nutritior nd Pellagra F. Sargent II. and \ W Sargent. 


t i4 
242:489-528 (March 30) 1950 
Surgical Significance of Acute Abdominal Pain. J. W. Hinton.—p. 489 
I emiologic Study of Infectious Mononucleosis in a New England 
( x \. S. Evans and E. D. Rodinton.—p,. 492 
It ence tf Swolk Arms After Radical Mastectomy and Suggestions 
Preventi I M. Daland p. 497 
Progress in Clinical Use of 3-(Ortho-Toloxy)-1, 2-Propanediol (Mephen 
esin) it Neu how Disorders D. S. Bickers, G. A. Cohn and M. B 
kK nberget ' 2 
Season, Nutrition and Pellagra (Concluded). F. Sargent IT and V. W 
~ ce 
242:529-568 (April 6) 1950 
Pulmonary ii ertension im Heart Disease ( \W Bor len, k Vv. 


Ebert, R. H. Wilson and H. S. Wells.—p. 529 
nd Essential Hypertension. R. W. Wilkins.—p. 535 


Ve i n \ « t 

Total Avulsior f Scalp: Report of Case V. H. Kazanjian and A. 
R t | 19 

Use ft Tant m Gauze in Repair of Hernias with Tissue Deficiencies 
G. R. Dunlop.—p. $42 

) t I} 1. G. Dow z +f 


242:569-000 (April 13) 1950 


Rise of Practice f Internal Medicine as a Specialty R. Fitz —p. 56%. 


Supradiaphragmatic TI) cic-Duct Cyst Unusual Mediastinal Tumor 
G. L. Emerson.—p. 575 

Nursing Education J. M. Faulkner p. 578 

Clinical Observations on Rectal and Oral Use of Various Ergot Deriva- 
tives in Headache. A. H. Kadish.—p, 581 

Dermatologic 1 rapy 1. G. Downing p. 582 


Pulmonary Hypertension in Heart Disease.—PBorden and 
his co-workers attempted to correlate the pulmonary artery 
pressure with the physical status in 31 patients with disease of 
the mitral valve. The same relations have also been examined 
in a group of 23 patients with chronic failure of the left ven- 
tricle due to systemic hypertension or to disease of the aortic 
valve. The results obtained confirm the notion that many of 
the signs of mitral disease are actually signs of hypertension 
of the pulmonary artery. An accentuated second pulmonic sound 
should be considered a sign of pulmonary hypertension and not 
i sign of mitral stenosis per se. The murmur of functional 
pulmonic insufhciency was noted only when the pulmonary 
hypertension was extreme. The roentgenologic evidence of 
en'argement of the right side of the heart and dilatation of the 
pulmonary artery was characteristic of pulmonary hypertension; 
so also were the electrocardiographic patterns of right axis 
deviation and right ventricle strain. Failure of the right ven- 
tricle was always associated with severe pulmonary hyperten- 
sion, which apparently had existed for a long time. It seems 
inescapable, therefore, that the simple mechanical strain of pro- 
longed pulmonary hypertension, although well tolerated by a 
myocardium that is not intrinsically diseased, is the principal 
cause of failure of the right ventricle in mitral stenosis. The 
elevation of pulmonary artery pressure was much less pro- 
nounced in the patients with failure of the left ventricle than 
in those with mitral stenosis. Since the pressures reported 
here were measured at a time when the patients were fairly 
comfortable, it is likely that the pulmonary pressures would be 
higher if measured during an attack of cardiac asthma. The 
lack of correlation between the degree of pulmonary hyperten- 
sion and the reduction in vital capacity in failure of the left 
ventricle was unexpected. The reduction in vital capacity in 
this type of failure has been shown to be accompanied with 
decreased pulmonary distensibility, which in turn has been 
attributed to pulmonary congestion and edema. 


Veratrum Viride and Essential Hypertension.—W ilkins 
reports on the effects of vertavis and veriloid in two small 
groups of patients. The two drugs are derivatives of veratrum 
viride. The drugs at best were palliative rather than curative. 
The hypotensive effects during continuous treatment were con- 
siderably less than those on initial trial. This appeared to be 
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due largely to the necessity of repeated adjustment of dosage 
so that nausea or vomiting did not occur, but it also may haye 
been due in part to the operation of humoral or neurogenic 
mechanisms set in motion after administration of the drug. 
Eighty per cent of the patients treated were improved as judged 
by the average arterial pressures. Associated symptoms of 
hypertension have been favorably influenced or at least have 
remained unchanged in patients whose arterial pressures haye 
been lowered during continuous treatment with veratrum viride. 
The dosage presents a difficult problem, because the margin 
between an ineffective and an excessive dose may be extremely 
narrow in some patients. Veratrum viride in any of the forms 
available at present is far from an ideal medicinal agent in 
essential hypertension. 


New York State Journal of Medicine, New York 
:753-928 (April 1) 1950 
Auricular Fibrillation With and Without Embolizatior G. Saland, 
S. L. Frank, A. Stern and M. Weiss.—p. 917. 
Coal Tar Therapy in Dermatologic Conditions. F. P. Lowenfish, 
p. 924. 
§0:929-1056 (April 15) 1950 


fuberculosis from a General Practitioner’s Viewpoint. J. N. Hayes. 


p. 977. 


Transurethral Resection for Neurogenic Bladder L. S. Drexler and 


S. H. Rothfeld.—p. 980. 

A Safer Method of X-Ray Therapy for Acne Vulgaris of Face. §, 
Monash.—p. 985. 

Successful Subcutaneous Injections of Mercurial D R. M. 
Sussman and J. J. Stein.—p. 987. 

Venereal Disease in Pregnancy. T. Rosenthal, E. M. | = 


Wallace and others.—p. 9&9. 


Sulfamylon in Treatment of Chronic Vaginal Dis \ssociated 
with Sterility. H. C. Moloy.—p. 992. 
Hypertensive Vascular Disease Associated with Qua teral Ray- 
naud’s Syndrome I. Leinwand.—p. 995. 
Lacto-Gel Test in Liver Disorders. T. N. Sheen and P. G. C. Bishop. 
p. 1000. 


Pediatrics, Springfield, Il. 
§:599-704 (April) 1950 


Measles Encephalitis: Clinical and Electroencephalographic Study. M. 
Spragins, B. M. Shinners and B. Rochester.—p. 599 

Staphylococcus Aureus in Outbreak of Infantile Diarrhea. H. B. Lyon 
Jr. and L. A. Rantz.—p. 617. 

Postprandial Lipemic Response in Infants and Children. W. R. Elg- 
hammer, J. M. Reichert and H. F. Philipsborn Jr.—; 


Clinical Correlates of Fast and Slow Spike-Wave Electroc: halogram. 
W. G. Lennox and J. P. Davis.—p. 626. ‘ 
Effect of Glutamic Acid on Mental Function: Pilot Study. W. J. Kerr 


Jr. and S. A. Szurek.—p. 645. 

“Infantile Toxoplasmosis: Report of Case with Autopsy. M. B. Rodney, 
N. Mitchell, B. Redner and R. Turin.—p. 649. 

Studies of Penicillin in Pediatrics: III, Procaine Penicillin G in’ Sesame 
Oil, in Peanut Oil with 2% Aluminum Monostearate and in Water 
with Sodium Carboxymethylcellulose. B. M. Kagan, M. Nierenberg, 
D. Goldberg and A. Milzer.—p. 664. 

*Chronic Poisoning Due to Excess of Vitamin A: Descript of Clinical 

and Rventgen Manifestations in 7 Infants and Young Children. 

J. Caffey.—p. 672. 

‘hronic Acidosis of Renal Origin in Infancy. W. M. Kelsey, J. B. 

Reinhart and J. Fishel.—p. 689. ; 

‘linical Studies of Effects of 3,5,5-Trimethyloxazolidine-2-4-Dione (Tri- 

dione®) on Hematopoietic System, Liver and Kidney. E. Denhoff and 

M. W. Laufer.—p. 695. 

‘ardiac and Aortic Arch Anomalies in Offspring of Vitamin A Deficient 

Rats Correlated with Similar Human Anomalies. J. G. Wilson and 

J. Warkany.—p. 708. 

Relation of Let-Down Reflex to Ability to Breast Feed. 
and M. Newton.—p. 726. 

Aureomycin in Treatment of Resistant Bacilluria. J. M. 
S. Ross and M. B. Rubin.—p. 734. 


Infantile Toxoplasmosis.—Rodney and his co-workers 
report that microscopic studies of an infant who died on the 
twelfth day during an episode of cyanosis revealed central ner- 
vous system necrosis and calcification characteristic of toxo- 
plasmosis. In addition, focal chorioretinitis, involvement 
the spinal cord and of the periorbital and paravertebral striated 
muscles and the heart were present. There was also am 
extensive acute interstitial orchitis, parasitic forms appearing 
in many of the degenerating tubular cells. The authors f 
this testicular involvement of special interest because it has 
been described in only 1 other previous case. Twenty-one 
previously reported cases of infantile toxoplasmosis are sum 
marized in a table. Eighteen of the 21 infants died before three 
months of age, The three most constant gross anatomic find- 
ings in the recorded cases were multiple foci of 
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necrosis, calcification and hydrocephalus. Necrosis in the cor- 
tex and white matter, with or without cyst formation, was 
practically universal. Calcification was present in 16 of 20 
cases examined, and hydrocephalus was found in 13 of 20 cases. 
The lesions are less obvious in the spinal cord, but often loss 
of architectural pattern and differentiation between the gray 
and white matter is obvious. In infants the lesions are located 
predominantly within the central nervous system and the eyes, 
with less frequent though sometimes striking visceral lesions 
involving mainly the heart, striated muscle, genitalia, sub- 
cutaneous tissue and adrenal glands. Although toxoplasmic 
infection of animals, including the common household pets and 
pests, has been frequently reported, no proved cases of infant 
lasmosis associated with a proved case of animal toxoplas- 


toxo] 

mosis has come to the authors’ attention. The role of an animal 
yector in the transmission of infantile te | ; “asmosis thus remains 
vague. The possibility of venereal mussion has received 
little attention. Some observers suggested a vaginal infection 
with fctal transmission during parturition, but evidence pointing 


to an intrauterine inception of the disease forced these observers 


to discard this theory. Other investigators showed that a diffuse 
tox: smic infection can be initiated in the guinea pig fol- 
lowing intravaginal inoculation of the parasite. It is also 
believed that dourine, a protozoan infection of horses caused 


by [rypanasoma equiperdum, is transmitted by coitus. 
Chronic Poisoning with Vitamin A in Infants and 
Children.—Caffey observed a girl 25 months of age with corti- 
cal hyperostoses in many sites of her skeleton. The disease 
began when she was 19 months of age. She was described as 


a probable example of infantile cortical hyperostosis. Later 
it w learned that this patient had been taking 1 teaspoon 
of percomorph liver oil daily for “several months” before the 
symptoms appeared. The author now has records of 7 patients 
who ingested excessive amounts of concentrated vitamins A 
and |) over long periods with similar clinical, roentgenographic 
and emical observations. The author gives the histories 
of tl 7 infants and children and discusses the differential 
features of vitamin A poisoning and infantile cortical hyperos- 
tosis. Three types of vitamin concentrate A and D, commonly 
used prophylaxis, were found to be toxic when ingested in 
larg iantities over long periods. The minimal preclinical 
latent period of vitamin A poisoning was about six months 
and t minimal toxic daily dose was about 75,000 units. 
Excessive dosage was due to overenthusiasm for vitamins and 
ignorance of the dangers of high vitamin intake. The author 
stresses that the hazards of vitamin A poisoning from the 
routine prophylactic feeding of vitamin concentrates A and D 


to healthy infants and children on good diets are considerably 
greater than the hazards of vitamin A deficiency in healthy 
infants and children not fed vitamin concentrates. 


Postgraduate Medicine, Minneapolis 
7:161-238 (March) 1950 


Anti ilant Therapy in Treatment of Thromboembolic Disease. I. S. 
Wright.—p. 161. 
Advatr in Diagnosis and Treatment of Acute Intestinal Obstruction. 
T. A. Shallow.—p. 166. 
Induction of Labor. F. H. Falls.—p. 173. 
Dynamic Etiologic Concepts. E. A. Strecker.—p. 181. 
7:239-312 (April) 1950 
Diagnosis and Treatment of Celiac Disease: Report of 603 Cases. S. V. 
_ Haas and M. P. Haas.—p. 259. 
Surgical Emergencies of Anorectum. D. Miller.—p. 251. 
Contact Lenses, Tinted Lenses and Telescopic Spectacles. A. Cowan. 
—p. 253. 
Diseases of Stomach and Duodenum. W. Walters.— p. 259. 
Management of Neuroses in General Hospital. B. L. Keyes.—p. 268. 


Laennec’s Cirrhosis: Plan for the Alcoholic. L. C. Rowntree.—p. 274. 

Treatment of Hypothyroidism. E. L. Sevringhaus.—p. 280. 

Endometriosis of Cervix Clinically Simulating Carcinoma. P. 
and S. B. Lovelady.—p. 287. 


E. McGuff 


Endometriosis of Cervix Simulating Carcinoma.— 
McGuff and Lovelady report the case of a woman, aged 339, 
Who one year before had had a single episode of spotting of 
vaginal blood with no recurrence of intermenstrual spotting 
until several months previously, at which time she had dark 
brownish spotting for one week postmenstrually. Severe lower 
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abdominal cramps were usually present for the first two days 
of each period, with an associated backache. Vaginal examina- 
tion revealed a cervix which was large, firm and bled easily. 
There was ulceration and induration, especially of the left 
posterior lip, with suspicious extension into the left broad liga- 
ment and induration extending into the cul-de-sac. The clinical 
impression was “probably stage 2 carcinoma of the uterine 
cervix.” When three separate punch biopsies revealed only 
inflammatory changes, it was decided to do surgical biopsies. 
A papillary area in the cul-de-sac was excised; biopsy of the 
cervix revealed chronic cervicitis and endometriosis. 
was thought that an area of carcinoma might still be found in 
the cervix, a vaginal hysterectomy was done. The pathologist 
reported chronic cervicitis and endometriosis, with extensive 
endometrial lesions on the peritoneal surface of the uterus and 
the vaginal cuff. The patient had an uneventful convalescence. 
The authors believe that this case illustrates the importance of 
“bigger and better biopsies” to confirm or refute clinical impres- 
sions. The diagnosis of an ulcerating lesion of the cervix is 
more apt to be carcinoma than endometriosis. Better the clin- 
ical impression “carcinoma” with refutation on biopsy than 
“cervicitis” with the period of early treatment for carcinoma 
missed because of the lack of biopsy. 


Jecause it 


Psychoanalytic Review, Albany, N. Y. 
37:101-200 (April) 1950. Partial Index 


New Evaluation of Thematic Test. Z. A. Piotrowski 
p.101, 

Religion and Hiltner.—p. 128. 

Music and Exercise as Form of Psychotherapy. C, 


Psychoanalysis and Group Psychotherapy. L. 


Apperception 


Psychoanalysis, S. 
Mann.—p. 143. 


Be:man.—p. 156 


Radiology, Syracuse, N. Y. 
5§4:477-638 (April) 


Contrast Myelography Past and Present. J. D. Camp.—p. 477. 
*Roentgen Study of Muscle Tumors Primary in Lung. R. S. 
and B. H. Malone.—p. 507. 

Method of Venography. D. A. Felder.—p. 516. 
Anatomical-Spatial Relationships of Deep Veins of Lower Extremity 
as Basis for Venographic Interpretation. D. A. Felder.—p. 521. 
*Death Following Angiocardiography. C. T. Dotter and F. S. Jackson. 


1950 


Sherman 


—p. I</. 
Radiological Criteria for Removal of Intestinal Decompression Tube. 
M. O. Cantor.—p. 535. 

Double-Contrast Study of Colon: Comparative Study of Barium 
Sulfate Preparations. R. D. Moreton and C. W. Yates.—p. 541. 
Blast Injury of Lungs with Report of Case Occurring in Time. 

M. Schneider and C. P. Klein.—p. 548 
Roentgen Manifestations of Acute and Healed Toxoplasmic 
myelitis. W. H. Carroll.—p. 554. 
Improved Vertical and Horizontal 


Peace 
Encephalo- 
Changers for 


Multiple Cassette 


Contrast Angiography. J. A. Campbell and P. B. Lockhart.—p. 559. 
X-Ray Therapy of Primary Inoperable Carcinoma of Breast. R. J. 
Guttmann.—-p. 567. 

Postoperative Radiotherapy of Breast Cancers. A. T. Berkman 


—p. 9/2. 

Radiation Therzpy of Acute Pancreatitis: Report of 28 Cases. L. M. 
Levi and R. B. Engle.—p. 576. 

Mucoceles of Fronto-Ethmoidal Sinuses: 
Criteria. Relation of Frontal Bone 
R. Wigh.—p. 579. 

Roentgen Diagnosis of Herniation of Brain into Spinal Canal (Arnold 
Chiari Deformity) by Pantopaque Myelography: Report of Case 
Diagnosed Preoperatively. J. R. Lewin, H. T. Wycis and B. R. 
Young.—p. 591. 

Perforation of Gastric Ulcer Associated with Intracranial Hemorrhage 
in Newborn Infant. C. Gottlieb, F. Chu and H. S. Sharlin.—p, 595. 

Human Tolerance for Large Amounts of Radiation. R. R. Newell. 
—p. 598. 


Analysis of 
Mucoceles to Ethmoidal 


Roentgen 
Sinuses. 


Muscle Tumors in Lung.—Sherman and Malone report on 
7 cases of primary muscle tumor in the lung, which were 
observed in the Memorial Hospital, New York. The diagnosis 
in 5 was made from a surgical specimen and from tissue removed 
through the bronchoscope in the remaining 2. There were four 
benign myomas and three malignant myosarcomas. All were 
encapsulated, but the malignant growths could not be shelled 
out as readily as the benign. Three tumors were first detected 
because of routine or survey study of the chest, with the final 
case being discovered when the chest was examined because the 
patient was thought to have rheumatic fever. Cytologic exami- 
nation of the bronchial secretions was of no help in the 2 cases 
of myosarcoma. Five patients were treated surgically by seg- 
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mental or complete lobectomy. The myosarcoma was treated 
with roentgen rays. One sagittal and one lateral chest roent- 
genogram were made in all but one of the patients. Additional 
studies were done in most cases in oblique projections and 
with the moving grid. Fluoroscopy was done in 2 cases and 
was of valu Bronchography was done but twice, and in one 
instance it was the only radiographic procedure by which the 


tumor could be demonstrated \ll tumors were single. There 

no evidence of development of subsequent muscle tumors 

in the case which was followed for eleven years after operation. 

The tumor in one instance was contained within the bronchus, 

mass was seen radiographically in the lung or medi- 

in the other 6 a circular or oval mass was observed 

roentgenogran There was no lobulation. The smallest 

tumor was 2.5 cm. and the largest 8.5 em. in diameter. The 

ntrabronchial lesion measured about 1 cm. in diameter. All 

Ts were ora hon Pcie us density None showed tmetasta 

eTrust acl no] athv or bone change While an unequivocal 

of myogenic tumor is not possible roentgenologically 

this diagnosis should be considered when a certain shadow 
ittern is encountered in the chest roentgenogram 

Death Following Angiocardiography.— Dotter and Jack- 

on say that isolated deaths have been reported tollowing 

tion of contrast mediums for angiocardiography. The 

rs sent a questionnaire to hospitals in the United States 


Canada with bed capacities of 150 or more and to centers 


Great Britain and Sweden where angiocardiography was 


to be s¢ \ tota 6,824 examinations was report | 

ith death in 2h ¢ cs In the Umited States and Canada, 5,9 l 

studies had been pertormed, with 18 

talities e figures for Great Brita were 413 examina 

7 deaths, and for Sweden 450 examinations and | 

There were 3 deaths in North America in cases com 

| by other factors; these were omitted trom the discussio1 

tl ren ning patients there was congenital heart disease 
Seventeen of these patients were cyanotic, and 5 were 
xtremely ill. Seventeen of the deaths occurred in children 

S years of age all with congenital heart disease and 14 

were CyanotK No deaths were recorded in persons 

ith healthy hearts except that of a patient with rena 

irterial cliseas« Three deaths occurred in mongols. The com 
st form of death was a sudden respiratory arrest immedi 

itely or shortly after the injection of contrast substance 
Necropsy was done in all but 1 case, but a cause of death was 
rarely found. There was some clinical or postmortem evidenc« 
f the cases to suggest that the respiratory system 

was sceptible to injury, and pulmonary edema was reported 
several times Subdural hemorrhage occurred twice. Avail 


ible data do not indicate that the nature of the contrast medium, 
the number of injections, premedication or general anesthesia 
significantly influence angiocardiographic mortality. The 
incidence of death was higher in children, in patients with con- 
genital heart disease, in patients receiving larger doses of con- 


trast substances and in those examined in the horizontal posture. 


Rocky Mountain Medical Journal, Denver 
47:237-324 (April) 1950 


Mediastinal Tumors 1 Surgical Nature I \. Lawrence p. 257. 

Radiation See lac and Their Treatment. A. R. Woodburne and K. C. 
Saw 1] > 

Inf t s Mor cleosis Re] t and Discussion I a Severe Cas 
wit Hey ititis and Ja Indice J k McGreevey I <6 

Acute Abdominal Symptoms Due to Disease f Appendices Epiploicae 
A. 5S. Beatt p. 271 

Cerebral Anoxia R. M. Stuck.—p. 273 


"High Sx ol Football Injuries. R. W. Hibbert Jr p. 276, 
Eosinophilia in Acute Rheumatic Fever G,. ¢ Krebs and C. P. 


stevenson P S 


High School Football Injuries.—Hibbert reviews statistics 
on high school athletic injuries during the 1948-1949 school 
year, covering 46,824 athletes in four selected states—one in the 
Pacific Northwest, one in the Rocky Mountain group, one in 
the Southwest and one in the South. From this cross section 
it was found that 20.2 per cent, or approximately 1 out of every 
5 participants, was injured, while fatalities were approximately 
1 out of every 25,000 participants. Football accounts for 86.3 


per cent of these injuries. One out of every 5 of the injured 
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or 1 out of every 25 of the athletes can expect a fractured bone. 
It has been proved conclusively that the younger the athlete 
the more likely he is to be injured. A boy in the 16 year group 
is five times more likely to be injured than one in the 18 year 
old group. Whereas formerly fullbacks and guards had the 
most injuries, now the injuries are more evenly divided amone 
the various positions, although the quarterback position is stil] 
the safest. For every injury in the first half of the game, there 
will be two in the second half; the third quarter is still the 
danger spot. Injuries are less frequent during offensive than 
during defensive play—46 and 54 per cent, respectively 


Southern Medical Journal, Birmingham, Ala. 
43:277-473 (April) 1950 


Curare as Adjunct in Conduct of Labor: Preliminary Report on Its 
Use in 0 Cases. L. J. Hartnett and H. J. Freiheit 

Cancer t Center Face J. B. Howell p. 83. 

Rat ale of Intramedullary Fixation of Fractures by Longitu | Pin. 
L. V. Rus! p. 291, 

Hepatic Amebiasis with Complications. J. D. Peake and M., } ige. 

p. 3 

“Treatment of Amebiasis with Aureomycin. L. V. McVay Jr., R. L. 
Laird and D. H. Sprunt p. 308 

*Amebiasis in Civilian Hospital and Veteran Patients in North Carolina. 
lr. T. Mackie, R. L. Tuttle and T. W. Simpson.—p. 313. 

Diarrheal Diseases in the South A. L. Gray p. 320 

Studies of Plasma Quinidine Levels in Relation to Therapeutic Effect 

Poxic Manifestations, E. H. Yount and M. Rosenbl 24. 

Erythemia Chronicum Migrans Afzelius with Meningitis. S. Heller- 
strom p. 33 

( Its Pattern in Infancy and Later Life. W. A. MeG« 335. 

Observations on Premature Infants Fed Mixtures of Cow Milk. W. W. 
Waddell Jr., A. P. Booker and W. D. Donald.—p. 337 

Revie f Septal Surgery. D. M. Lierle and W. C. Hufiman.—p, 343. 

Ey tio f Procedures and Findings in Proctologic i tions 
M. C. Pruitt.—p 46. 

Re nal Program and Participation of Institutions Presenting Need. 
D. S. Pankratz p. 350. 


Aurecmycin in Treatment of Amebiasis.—\Mc\ ay and 
his associates demonstrated with in vitro studies that aureomycin 
is an amebicidal agent. They report on 37 patients followed 
for one to six months after treatment. Seven to 24 stool exami- 
nations were made after the treatment was completed. Symp- 
tomatic amebic colitis was present in 29 of these cases, 
asymptomatic colitis in 2, amebic dysentery with hepatitis in 


> 


complicated amebic colitis with hepatitis in 3 and amebic 
abscess of the liver in 1 case. Various dosage schedules were 
tried until at present it consists of 500 mg. of aureomycin admin- 
istered orally four times a day for one week. Medication was 
given between meals and at bedtime. Sleep was not disturbed. 
\ureomycin proved effective in 36 of the 37 patients. Aureo- 
mycin is as effective against the cystic as the trophozoite torms. 
No significant toxic reactions were noted. 

Amebiasis in a Civilian Hospital and Among Veterans. 

Mackie, Tuttle and Simpson are of the opinion that there is 
still considerable doubt about the clinical and the public health 
importance of infection by Endameba histolytica. The poten- 
tial public health significance is beclouded by lack of conclusive 
epidemiologic studies and by lack of uniformity with respect to 
the status of amebic infection as a reportable disease. This 
report is based on observations derived from two sources: 
miscellaneous patients admitted to the various services of the 
North Carolina Baptist Hospital and veterans seen in the 
Tropical Disease Clinic of the Regional Office of the Veterans 
\dministration, Winston-Salem, N. C. Infection by Endameba 
histolytica was demonstrated in 12.7 per cent of 2,522 patients 
admitted to the hospital and in 31.6 per cent of 878 veterans 
examined. Actual dysentery was rare in both groups, but 4 
large number complained of alternating periods of mild diarrhea 
and constipation. Mild low abdominal cramps were not unusual, 
especially in persons having loose or diarrheal stools. Chromic 
constipation, usually with persistent pain of varying degrees of 
severity in the right lower quadrant, was comparatively fre- 
quent. The commonest complaints were persistent asthenia and 
undue fatigability with inability to gain weight. This syn- 
drome frequently leads to the diagnosis of psychoneurosis. W ith 
competent laboratory personnel, administration of magnesium 
sulfate the morning of examination and the immediate exami- 
nation of the first four stools will reveal the great majority 
of infections and will frequently permit completion of the 
diagnostic procedures in one day. 
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Southwestern Medicine, El Paso, Texas 
$1:97-132 (April) 1950 


Surgical Treatment of Hypertension. J. L. Poppen.—p. 111. 


Status of Sympathectomy in Treatment of Hypertension. L. Villareal. 
p. 114 
Fundus in Hypertension and Arteriosclerosis. C. P. Elsberg.—p. 117. 
31:133-168 (May) 1950 
Practi Obstetric Roentgenography. P. C. Swenson, A. Goldberger and 


H. A. O'Neill.—p. 152. 


Surgery, Gynecology and Obstetrics, Chicago 


90:385-512 (April) 1950 

Collat Circulation, Natural and Artificial. J. Learmonth.—p. 385. 

End R Study of Intracapsular Fracture of Neck of Femur. 
M. ¢ nd and W. L. Bailey.—p. 393. 

*Res I rinization in Vascular Surgery. N. E. Freeman, E. J. 
W R. S. Gilfillan.—p. 406. 

\tt t t» Evaluate Radical and Palliative Treatment of Breast Car- 

q,. Ort p. 413. 

Sigt { Ditferent Methods for Prothrombin Estimation and Their 
R Values J. H. Olwin p. 423 

Stu Experimental Frostbite: V. Further Evaluation Early 
Treat t J. 4 Finneran and H. B. Shumacker Jr p. 430 

*Furt rt on Dicumarol Prophylaxis Against Venous Thrombosis 
n W Undergoing Surgery. G. Van S. Smith.—p. 439 

Cesar Section at Chicago Lying-In Hospital—1931 to 1949. W. J. 
Di ind A. G. Seski.—p. 443. 

Cytolos Miagnosis of Malignant Disease in General Office Practice. 
W. K inn and H. R. Fiege Jr p. 451. 

M) Intolerance to Excessive Blood Transfusion. W. D. Holden, 
J. W. | ind A. F. Portmann.—p. 455 

Foot P s in Children, F. L. Liebolt.—p. 461. 

Experit Hepatic-Portal Arteriovenous Anastomoses. J. A. Schilling, 
F. W Kee and W. Wilt.—p. 473. 

Char Rate of Flow of Venous Blood in Leg During Pregnancy, 
Meas ith Radioactive Sodium. H. P. Wright, S. B. Osborn and 
D. G nds.—p. 481. 

Thor nal Approach for Retroperitoneal Gland Dissection: Its 
A to Testis Tumors. J. F. Cooper, W. F. Leadbetter and 
R. ¢ p. 486. 


Regional Heparinization in Vascular Surgery.—lree- 
man and |\is associates point out that Murray and Best described 
parinization, which consists in the injection of 
an artery in such an amount as to affect the clotting 
and in the vein draining the limb without change 
tting time in the general blood stream. This report 
the use of regional heparinization in 5 patients fol- 
removal of arterial emboli and following repair of 
er trauma and after excision of an aneurysm. The 
first patient was not operated on until 29 hours after the lodg- 
ment of the embolus in his left common femoral artery. He 
had extensive thrombosis both proximally and distally involving 
the common femoral and the superficial femoral arteries. The 
embolus and the thrombi were successfully removed through 
four arteriotomy incisions. Regional heparinization by means 
of a continucus drip prevented the formation of thrombi at the 
arteriotomy openings. The histories of this and of the 4 other 
patients are presented. The heparin solution was injected either 
through a necdle or through a segment of polyethylene tubing 
mserted into the artery directly above the suture line. The 
intra-arterial injection was continued in 2 patients for 19 hours 
and 3 days after removal of emboli which had been lodged 
| and 3 days, respectively. In the other patients the injection 
was made when the operation was performed until the spasm 
ot the distal arterial segment relaxed and good pulsatile flow 
Was apparent beyond the suture line. Regional heparinization 
is of value in the prevention of thrombosis at the suture line. 
The danger of hemorrhage from the wound is decreased by 
this form of administration of an anticoagulant. 


Evaluation of Treatment of Breast Carcinoma.—Orr 
describes his technic and the postoperative complications. He 
analyzes the results obtained in the 422 cases of carcinoma of 
the breast in patients admitted to the University of Kansas 
Medical Center from 1924 to 1944. Three hundred and thirty- 
two of these were operated on. The grouping of the surgically 
treated patients was that suggested by Steinthal. The opera- 
tons are divided into radical, subradicai and simple mastectomy. 
In the subradical operation, the breast, axillary contents and 
Mctoralis minor muscle are removed, the pectoralis major 
muscle veing left intact. There were no 5 year survivals after 
| operation in group III cases. The results of the sub- 
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radical operation were superior, mostly because of the better 
selection of cases. Many of the patients subjected to the sub- 
radical operation had carcinoma arising in ducts with beginning 
invasion only. Simple mastectomy was done in patients having 
no clinical evidence of axillary metastases. The results in this 
group were far better than expected. Of the 90 patients not 
treated surgically, some were treated by irradiation, some refused 
treatment and in others the disease was so far advanced that 
treatment not advised. Approximately 200 of the 332 
patients operated on received preoperative or postoperative 
roentgen therapy, or both. The author believes that postopera- 
tive irradiation is indicated in all which there is a 
reasonable possibility that cancer has not been removed com- 
pletely by operation. Since castration is never curative but 
is only temporarily beneficial, such treatment should be 
reserved for patients with advanced Treatment of 
breast carcinoma with sex hormones may be palliative but never 
curative. The best results have been obtained with testosterone. 
Estrogens may be benefit patients with 
advanced carcinoma who have passed the menopause. 

Dicumarol® Prophylaxis Against Venous Thrombosis in 
Women.—The majority of the women selected for treatment 
were over 35 years of age and were undergoing major and 
vaginal plastic surgical treatment, the major operations being 
for the most part pelvic. The use of dicumarol” was begun 
on Jan. 31, 1943. Results were published at the end of a four 
year period. The. present critical evaluation, Smith states, 
covers the six years and five months ending June 1949. A 
total of 3,078 patients were treated with dicumarol.* Fifty 
per cent received the drug on the first or second postoperative 
day and again five days later; 50 per cent received it the night 
before operation, and most of these received it again four or 
five days later. Each dose was 200 mg. for women weighing 
more than 60 kg. and 100 mg. for those weighing less. With 
a few exceptions, this dosage required no control by prothrom- 
bin time determinations. Hemorrhagic complications were 
few and minor; no death was caused by the drug. Comparisons 
between the dicumarol®-treated group and similar untreated 
groups, both before and during the time when dicumarol® was 
used prophylactically, give fair but not striking evidence that 
the drug reduces thromboembolic complications but only during 
the period of its action. Its conservative use helps to reduce 
postoperative thrombosis in women undergoing abdominal and 
pelvic operation without the need for extensive laboratory 
control. 
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Surgery, St. Louis 
27:485-044 (April) 1950 


Anorectal Anomalies: Statistical Study of 165 Cases with Special Ref- 
erence to “Distal-Loop Trouble.” C. W. Mayo and R. G. Rice.—p. 485. 

Separate Carcinomas of Rectum and Prostate with Resection of Pelvic 
Viscera and External Genitals. C. A. V. Burt.—p. 495. 

Volvulus of Small Intestine. C. B. Ripstein and G. G. Miller.—p. 506. 
*Acute Pancreatitis with Hyperlipemia. C. E. Gardner Jr. and B. Fawcett. 
p. 512. 
Morbidity and 
Papen.—p. 520. 
*Effect of Vagotomy and Antrum Resection 
E. H. Storer, E. R. Woodward and L. R. 
Blood Volume in Elderly Patient Before and After Surgery. 

and H. Barber.—p. 531. 

Fibrosarcoma: Clinical and Pathological Study of 60 Cases. 
and W. K. Sieber.—p. 539. 

Simple Excision of Lung Abscess. C. W. Holman.—p. 546. 

Pulmonary Lobectomy: Experience with 110 Consecutive 
Without Operative Mortality. B. J. Ryan.—p. 551. 

Primary Lymphosarcoma of Lung: Report of Case. <A. J. Anlyan, C. G. 
Lovingood and K. P. Klassen.—p. 559. 

Thromboembolic Complications in Surgical Patients. C. 
W. T. Fitts Jr.—p. 564. 

Treatment of Experimental Acute Arterial Insufficiency: Comparison of 
Sympatholytic Agent Priscoline (2-Benzyl-4,5-Imidazoline HCl) and 
Sympathectomy. P. W. Stone and F. W. Cooper Jr.—p. 572. 

Studies on Carcinoma of Larynx: Method of Exteriorization of Larynx 
in Dog. C. T. Klopp and H. Pierpont.—p. 584. 

Relaxed Anterior Cruciate Ligament. A. A. Michele.—p. 588. 

Reconstruction of Index Finger with Nail Transplantation. M. I. Berson. 
—p. 594. 

Diphtheria of Granulating Wound: 
E. Melchior.—p. 600. 


Acute Pancreatitis with Hyperlipemia.—According to 
Gardner and Fawcett the association of hyperlipemia with acute 
pancreatitis is not generally recognized in the surgical literature. 
Two patients with this combination of conditions have been 


Mortality in Ruptured Liver. S. Mikal and G, W. 


Uleer. 


on Mann-Williamson 
Dragstedt.—p. 526. 
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studied recently on the surgical wards of Duke Hospital. Both 
entered the hospital with acute abdominal pain for emergency 
surgical treatment. Both had milky blood serum from increase 
in blood fats. Both manifested hyperglycemia, glycosuria and 
ketonuria. The hyperlipemia disappeared as the attack sub- 
sided and carbohydrate metabolism was brought under control. 
Neither patient was recognized as having diabetes before his 
attack, though both are now considered to be mildly diabetic, 
with their hyperlipemia the direct result of pancreatic injury 
due to fat and carbohydrate metabolism rather than diabetes 
alone. One patient had an eruptive form of xanthomatosis. 
Ihe other had evidence of lower nephron nephrosis. Both sur- 
vived under a conservative regimen of treatment which included 
large doses of insulin, continuous suction drainage of the 
stomach, transfusion and maintenance of fluid and electrolyte 
balance. The authors stress that possible damage to both 
antidiabetic and antilipemic hormonal tactors must be searched 
for in patients with pancreatitis. A disturbed carbohydrate and 
fat metabolism if left uncorrected may of itself be a cause of 
death in patients with pancreatitis. 

Vagotomy and Antrum Resection for the Mann- 
Williamson Ulcer.—Storer, Woodward and Dragstedt say 
that surgical internal duodenal drainage in the dog as described 
by Mann and Williamson regularly produced chronic peptic 
ulceration at the gastrojejunal stoma. It is the purpose of the 
present investigation to determine whether vagus section, 
antrum resection or a combination of the two procedures will 
decrease acid production sufficiently to delay or prevent forma- 
tion of Mann-Williamson ulcers. The standard Mann-William- 
son procedure was carried out in a control series of 9 normal 
dogs. In the second series of 11 dogs under positive-pressure 
ether anesthesia bilateral division of the vagus nerves was first 
performed by the transthoracic approach. Four to six weeks 
later the Mann-Williamson procedure was done. In series 3, 
consisting of 6 animals, the gastric antrum, comprising about 
one fourth of the stomach, was resected and the fundus anas- 
tomosed to the distal segment of jejunum in completing the 
Mann-Williamson procedure. An identical procedure was used 
in series 4 after a preceding division ot the vagus nerves as 
in series 2. All 9 animals in the control series displayed typical 
Mann-Williamson ulcers and had an average survival time 
of sixty-eight days. Ulcers developed in about one half of the 
animals with vagus section; survival time was about the same 
as in the control group. Although slightly over half of the 
animals were completely protected from the Mann-Williamson 
ulcer by vagus section alone, in the others the ulcers developed 
in the same length of time as for the controls. Resection of 
the gastric antrum afforded protection from experimental ulcer 
to two thirds of the animals. In the 2 animals that did mani- 
fest ulcer there was a pronounced delay with a survival time 
two and one-half times that tound in the control and in the 
vagotomized group. Combination of antrum resection and 
vagus section afforded protection to the majority of animals. 
The | animal in this series in whom an ulcer developed showed 
the same prolongation of survival time noted with antrum 
alone. Although bilateral vagotomy and antrum 
resection delay the appearance of Mann-Williamson ulcers, 
these procedures are by no means so effective in this experi- 
mental ulcer as in the treatment of duodenal ulcer in man. 
The complete deviation of the duodenal secretions from the 
region of the gastroenterostomy in the Mann-Williamson pro- 
cedure makes these lesions more intractable and difficult to 
cure than the usual stoma ulcer in man, where this deviation 


resection 


is not present. 


Tennessee State Medical Assn. Journal, Nashville 
43:105-144 (April) 1950 


Psychiatric Evidence and Report on Examinations for 261 Patients. 


©. S. Hauk.—p. 105. 

Brachial Plexus Block for Surgical Procedures of Upper Extremity. 
©. B. Crawford and H. M. Ausherman.—p. 110 

Tennessee Plan. N. S. Shofner.—p. 114. 

Psychosomatic Medicine Practicable by General Practitioner. L. Ellen- 


burg.—p. 117. 
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U. S. Armed Forces Med. Jour., Washington, D, ¢ 
1:377-494 (April) 1950. Partial Index 


Corgestive Heart Failure: Backward and Forward Failure Hypotheses, 
H. R. Cooper.—p. 377. 

Obesity as a Problem in Preventive Medicine. W. J. Walker p. 393 

Parathyroid Adenoma: Report of 2 Cases. D. E. Reiner and L, D. 
Heaton.—p. 403 ; 

Subacute Granulocytic Leukemia: Report of Case Following Infectious 
Mononucleosis. A. Raftery and O. H. Thompson.—p. 413, 

Preservation of Neurotropic Viruses. P. K. Olitsky, R. H. Yager and 
L. C. Murphy.—p. 415. 

Continuous Spinal Anesthesia: Ureteral Catheter (Tuohy) Technique 
F. J. Tornetta and W. Woodruff.—p. 424. ‘ 

Mesenteric Cyst Complicated by Intestinal Obstruction: Report of Case 
R. B. Brown and J. F. Shaul.—p. 437. ; 


Benign Esophageal Stricture and Carcinoma of Esophagus. M H 
Redish p 447. 

Sound Problems in Air Force. D. H. Eldredge Jr. and H. O. Parrack 
p. 449 
p. 

Medical Plans for Civil Defense and Disaster Relief. W. | Wilson 
p. 462 

Streptomycin in Treatment of Tuberculous Lymphadenitis . ae 


Gray p. 476 


West Virginia Medical Journal, Charleston 
46:55-84 (March) 1950 
Uterine Bleeding. R. J. Wilkinson.—p. 55. 
Newer Developments in Anesthesia. L. H. Mousel.—p. 6( 
Plastic Surgery in Ophthalmology. B. Smith.—p. 63. 
Observations on Medical Education and Practice in Per E. J. Van 
Liere p. 68. . 


46:85-114 (April) 1950 


Management of Occiput Posterior Position. C. L. Goodhar p. &5. 

Calcinosis Interstitialis Circumscripta (Review and Case Report). M. §. 
Madison.—p. 8&8. 

Acute Anterior Poliomyelitis. J. A. Heckman.—p. 94. 


*Principles Guiding UMWA Welfare and Retirement Fur Medical, 
Health and Hospital Section. J. T. Morrison and H. Mayers. 
—p. 97. 


Toward Effective Cancer Control. C. S. Cameron.—p. 101 


Medical Care Under Mine Workers Welfare and 
Retirement Fund.— Morrison and Mayers discuss some of the 
principles which have guided the United Mine Workers Wel- 
fare and Retirement Fund, particularly with respect to medical 
care. Arrangements were made with approximately 650 hos- 
pitals throughout the United States to render care to the bene- 
ficiaries of the fund. After a brief experience with the program, 
some hospitals suggested that the “fund” accept a daily 
charge instead of a detailed bill. Their reasons were: 1. 
Although some patients used many drugs, roentgen and labo- 
ratory procedures, others used few; nevertheless, costs could be 
averaged. 2. The work in their bookkeeping departments would 
be simplified and reduced. 3. Income could be more accurately 
forecast for budgeting purposes. 4. The medical staff could 
practice better medicine if the need for laboratory and roentgen 
services were based on clinical findings instead of the ability 
to pay. The authors further stress the importance of keeping 
down administrative costs and stress five principles which must 
be developed in order to accomplish this. 1. The unit to be 
served must assume responsibility for the certification of eligi- 
bility. This is done through the local unions. 2. Those who 
render the service, i. €., doctors, nurses and hospitals, must 
assume responsibility for policing themselves and render a good 
quality of service at a reasonable cost. 3. The area medical 
office which administers the fund. can stimulate improvement of 
the quality of medical and hospital service to the entire com 
munity. 4. The fund must develop a sufficiently flexible fiscal 
policy, because the commodity purchased must remain flexible 
enough to meet human needs. 


Wisconsin Medical Journal, Madison 
49:265-348 (April) 1950 


Correlation Between Pre 


Psychologic Evaluation of Surgical Patients: ren Schaalets J. 


operative Psychometric Studies and Recovery. 
Gray and C. U. Culmer.—p. 285. 
Varicose Veins in Pregnancy. J. M. Sullivan.—p. 291. 
Misconceptions in Neuro-Ophthalmology. P. J. Leinfelder.—p. 297. 
Complications ‘of Diabetes. F. D. Murphy.—p. 299. 
Anesthesia, Weakest Link in Surgical Procedure. I. 


B. Taylor.—?- 30. 
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An asterisk (*) before a title indicates that the article is abstracted. 
Single case reports and trials of new drugs are usually omitted. 


Australian J. Exper. Biol. and M. Science, Adelaide 
27:523-612 (Nov.) 1949. Partial Index 


Influence of Crop Rotation on Thiamin Riboflavin and Nitrogen Contents 
Wheat. J. W. Lee, L. E. A. Clare and E. J. Underwood.—p. 535. 
s on Paracolon Bacilli. R. Mushin.—p. 543. 


St 

| tion of Influenza Virus Haemagglutination by Mucoids. J. D. 
stone P.- 557. 

S Relation Between Active Virus and Corresponding Indicator 
Strains in Studies of Soluble Inhibitors. F. M. Burnet.—p. 575 

I | Destruction of Vitamin Bi: Further Studies on Influence of 
( ntration of Buffer Salts on Rates of Destruction of Aneurin and 
( rboxylase. K. T. H. Farrer.—p. 591. 

Brain, London 
72:487-632 (Dec.) 1949. Partial Index 
*D sis of Paraphysial Cysts. J. W. D. Bull and D. Sutton. 
E mental “Allergic” Encephalomyelitis: II. Nature of Encephalito- 
Agent. C. E. Lumsden.—p. 517. 

P} venon of Tactile Inattention with Special Reference to Parietal 
Lesions. M. Critchley.—p. 538. 

De | Withdrawal Reflex and Perception of Pain: Studies in Case 

Syphilitic Meningomyelitis and Tabes with Extensor Plantar 
nses of Type Not Previously Described. M. Ashby,—p. 599 

C1 Sectional Area of Peripheral Nerve Trunks Occupied by Fibres 

h senting Individual Muscular and Cutaneous Branches. 5S. 


s rland and G. M. Bedbrook.—p. 613. 


Diagnosis of Paraphysial Cysts.—According to Bull and 
Sutt paraphysial cysts, more commonly known as colloid 
cysts of the third ventricle, are histologically benign intra- 
cerebral tumors. Despite their small size and their benign 
character, they are, by virtue of their position, a menace to 
life | the majority of reported cases the diagnosis has been 
made only at autopsy. In the last fifteen years they have been 
diagnosed in many cases in life and have been successfully 
operated on. A> suggestive clinical history and pattern may 
exist, but atypical cases with puzzling or misleading symptoms 
are common. The possibility of an accurate diagnosis depends 


primarily on ventriculography. The authors report on 24 cases 
of paraphysial cysts, in 22 of which ventriculography was per- 
form The ventriculographic findings were available to the 


authors in 20 of these. A correct diagnosis of paraphysial cyst 
or third ventrical tumor was eventually made in 19 of these 
cases. The condition in one of the early cases was misinter- 
preted as a posterior fossa lesion, but review of the roentgeno- 
grams showed that the diagnosis was in fact possible from the 
air studies. The 19 diagnosed lesions were operated on with 
cure oi 15, and death in 4 cases. Plain roentgenograms are 
not of much assistance, and encephalography is dangerous 
because the intracranial pressure is usually raised. Ventricu- 
lography is the method of choice. The third ventricle in many 
cases Was not immediately visualized. It is this group of cases 
which requires further radiologic investigation, and perseverance 
with manipulation of the head will nearly always give the 
diagnosis. The cyst is seen best in the following three views : 
(1) the lateral view, especially the “hanging head,” (2) the 
half-axial view with the brow up, where the tumor is seen as 
an ovoid defect at the lower part of the septum pellucidum, 
and (3) the anteroposterior view with brow up, where the cyst 
shows as a simeircular defect at the lower end of the septum 
pellucidum. The authors feel that a fuller realization and 
understanding of the radiologic possibilities will lead to a more 
frequent and confident diagnosis of the lesion, which is much 
commoner than is generally appreciated. Fourteen of the 24 
patients described were seen in the last three years. 


British Journal of Ophthalmology, London 
34:201-264 (April) 1950. Partial Index 


Treatment of Convergent Squint Associated with Hypermetropia. 
G. Vaughton and M. Stewart.—p. 212. 

Aqueous Veins in Glaucomatous Eyes. T. L. Thomassen, E. S. 
Perkins and J. H. Dobree.—p. 221. 

Preparation of Ophthalmic Solutions: Modern Concepts: I. Atropine 
Sulphate. G. Kedvessy, S. de Grész and A. Szepesy.—p. 228. 

Cure of Cavernous Sinus Thrombophlebit:is. A. Miklés.—p. 235. 





British Journal of Radiology, London 


23:145-206 (March) 1950. Partial Index 


Presentation of Results of Cancer Treatment. R. Paterson and M. Tod. 
p. 146, 

Humeral Head Defect in Recurrent Anterior Dislocation of Shoulder. 
J. C. Adams.—p. 151. 

Sialo-Acinar Refiux in Sialography. E. Samuel.—p. 157. 

Osteomyelitis of Long jones Caused by  Friedlander’s Bacillus. 
C. Komins, S. Skapinker and S. Kay.—p. 168. 

Percutaneous Vertebral Angiography (Preliminary Note): Visualization 
of Both Vertebral Arteries by Unilateral Injection. A. Griffiths and 
L. P. Lassman.—-p. 172. 

Quantitative Inferences Concerning Genetic Effects of Radiation on 
Human Beings. R. D. Evans.-—p. 175. 

Distribution of Radiation Near Geometrical Edge of X-Ray Beam. H. E. 
Johns and E. K. Darby.—p. 193. 

Improved Neon-Lamp Radium Detector. R. G. Gosling.—p. 198. 


British Journal of Surgery, Bristol 
37:257-376 (Jan.) 1950. Partial Index 


Renal Fascia. G. A. G. Mitchell.—-p. 257. 

Engelmann’s Disease: Osteopathia Hyperostotica (Sclerotisans) Multiplex 
infantalis;’ Progressive Diaphysial Dysplasia. A. C. Bingold.—p. 266. 
Adenocarcinoma of Thyroid Gland: Case Report; and Discussion of Sig- 
nificance of Hirthle Cell. P. Childs.—p. 274 

Giant Hypertrophic Gastritis: Survey of Literature and Record of Case 
Treated Surgically. W. R. Forrester-W ood. p. 278. 

Wilms’ Tumor. R. A. R. Taylor.—p. 283. 

Solitary Myeloma with Generalized Metabolic Disturbance. J. R. Nassim 
and T. Crawford.—p. 287. 

“Evaluation of Surgical Procedures for Gastric and Duodenal Ulcers. 
G. G. Miler.—p. 291. 

Lymphangioma of Mesentery. I. Macnab and T. Menzies.—p. 294 
Epidermoid Cysts in Region of Rectum and Anus: Report of 4 Cases. 
G. M. Bonser, F. P. Raper and H. S. Shucksmith.—p. 303. 
Haemostasis with Absorbable Alginates in Neurosurgical Practice. L. C. 
Oliver and G. Blaine.—p. 307. 

Carcinoma of Adrenal Cortex: Report of Case Without Endocrine 
Changes. E,. Griffiths.—p. 311. 

Treatment of Suppurative Arthritis of Interphalangeal and Metacarpo- 
phalangeal Joints. A. G. Riddell.—p. 317. 

Retroperitoneal Cystic Adenoma. V. S. Howarth.—p. 329. 

Case Report on Pedicled Nerve-Graft. F. G. St. C. Strange.—p. 331. 

Anatomy of Blood-Vessels in Region of Pancreas. C. W. A. Falconer 
and E. Griffiths.—p. 334. 

Nasopharyngeal Tumours: Place of Leucotomy in Terminal Stages of 
Disease. E. C. Mekie and G. Ransome.—p. 344. 

Lymphangioma of Kidney. D. Wynn-Williams and A. D. Morgan. 

p. 346. 

Effect of Tetra-Ethyl Ammonium Bromide on Renal Pelvis and Ureter: 

Contribution to Study of Hydronephrosis. A. G. Marshall.—p. 352. 


Surgery in Gastroduodenal Ulcer.—The relative merits of 
subtotal gastric resection and vagotomy were discussed by the 
surgical staffs of the two Montreal hospitals to which Miller 
is attached. They have concluded that vagotomy is not as 
useful or satisfactory an operation as resection. Their experi- 
ence was based on a large number of resections over many 
years, while their experience with vagotomy was limited. Dis- 
tention and diarrhea were common postoperative complications 
after vagotomy, and deaths and recurrences have occurred. 
Subdiaphragmatic vagotomy is simple and perhaps should be 
used by the occasional operator whose training and experience 


‘makes a subtotal gastric resection too hazardous. At present 


the surgeons at the two Montreal hospitals are using vagotomy 
in all patients admitted with stomal ulcers following subtotal 
resection and at times for ulcers recurring after a good func- 
tioning gastroenterostomy. Where the hydrochloric acid is very 
high, say 90 to 100 units of free hydrochloric acid, a vagotomy 
is combined with subtotal resection, but resection has remained 
the standard procedure for gastric and duodenal ulcer. The 
author concludes that though subtotal gastric resection may not 
be the perfect operation for gastroduodenal ulcer, it has proved 
to be the most satisfactory. The mortality is low (2.5 per 
cent) and the postoperative course comparatively free from 
serious complications; the patients are able to go home on the 
tenth postoperative day, usually free from symptoms, eating 
well and feeling fine. Recurrences are less than 1 per cent. 
For these recurrences the author has found vagotomy satisfac- 
tory in a short term follow-up. 
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Oral Penicillin Treatment of Gonococcic Urethritis. 


ts out that the amount of pemicillim requred tor 


Ss tiv t six times that required tor treatment 
by | itv of reports | penicillin treat 
I rrhe S not muiicate & nice I th 
‘ ti ent but rather the fear that t larger 
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fit | t is SOON as t diag 1s is establishes 
| et rn. « 5 blets (t ] mega unit). 
! LZ t second dose was taken three hours after the 
first: m 24 es, four hours after; m 9 cases, five hours 

after inf mm 5 cases, six hours atter Oral admuinistrati 
ay ‘ to be as successtul in the treatment of uncomplh 
ca cute nococcic urethritis in the male as any other torm 
ot pemcillin§ therapy \ possible criticism is that the large 
dos | mega unit) involves an increased risk of “masking” 
incubat syphilis, but, judging by the blood levels, it 1s not 
likely to be more dangerous in this respect than the standard 
dose of pemcillin by imjection The author presents evidence 


ts that a high rate of cure in uncomplicated 
acute gonococeic urethritis in the male is not obtained unless 
the blood penicillin level is at least 0.03 units per cubic centi- 
te! f serum for at least eight hours. Six hours ts not 


enough, and 12 hours may be unnecessarily long 


British Medical Journal, London 


1:683-708 (March 25) 1950 


I ‘ R t Ht. Ogilvy os 
N 0 I . D. Williams ) 
a p. 69 
I l I's t Standpoint E. B. Strauss.—p. ¢ 
Hlet ry liact K lelangiectasia, fF \ (oari 1 and sS [ 
Vining 
Nutritional Dystrophy As ne Children in Madras S. T. Achar p 7 
*Secondary Syndronx { Chemotherapy Case of Sulphonamide Hyper- 
tivit AX & tt-Kw p 04 
\n Cardiac Catheterizati in ¢ e1 J \ Smitl 


1:745-798 (April 1) 1950 


Sar sis, with Special Reference to Lung Changes. J. G. Scadd 

i dosis in Rheumatoid Arthritis. G. H. Jennings 

Me Administration in Tropics. G. Maclean.—p. 756 

Trial of Procaine Penicillin Preparations Ek. Grithths, A. J. Walker 
and R. A. S ter p. 761 

Cancer of Uterus in Adret wenitalism H ( McLaren I 7 

krysipeloid of Resenbach: 8 Cases Treated with Penicillin M. A 
Cranlwit p. 765 

( ivicular Joint Rare Condition Treated Successtully by Opera 
tior F. J. S. Hall.—p. 766 


Hereditary Hemorrhagic Telangiectasia.—Garland and 
Anning reviewed in a previous report the literature on hered- 
itary hemorrhagic telangiectasia, considered the genetics of the 
244 affected families already recorded and added 20 families 
personally examined. The purpose of this communication 1s to 
add 3 more families. These families illustrate again that epis- 
taxis is usual in this condition, but the true cause of nose 
bleeding is frequently not recognized. In 2 of the families 
arteriovenous aneurysm of the lung existed. This condition 
is sometimes diagnosed as congenital heart disease, the presence 
of telangiectasia of the skin or mucous membrane being unob- 
served or its significance being ignored and a family history of 
telangiectasia not elicited. 
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Secondary Syndrome of Chemotherapy: Sulfonamide 
Hypersensitivity.—Suchett-Kaye presents the case of a man, 
aged 41, in whom sulfanilamide powder was applied to sun- 
burned areas to prevent infection. Acute weeping eczema with 
bullae and edema appeared after the powder had been applied 
for three consecutive days. The patient was hospitalized. The 
remaining sulfanilamide was removed, and a lotion was applied 
during the day and cream at night. He was given 50 mg. of 
diphenhydramine hydrochloride and 32 mg. of phenobarbital 
three times daily and crystalline penicillin intramuscularly. On 
the fourth day after admission, an erythematous rash appeared 
and spread over the body. The rash started to fade six days 
later Phe skin lesion continued to improve. A suddet rise 
of temperature to 102 F. took place on the eleventh day. 
The patient now complained of a sore throat, headache, dry 
cough, paim in the chest and dyspnea. Auscultation revealed 


rhonchi and sibili, and a roentgenogram of the chest showed 
generally streaky lung fields The temperature rose the next 
day to 104 F., and the chest symptoms became more prot ced. 
\ sulfonamide preparation was given, after the fifth d of 
which the weep gf on the face, neck and fore arms recurr¢ The 
almost completely faded erythema spread and tormed in new 
areas \sthmatic attacks supervened with pronounced respira- 
tory distress, tachypnea, wheezing and spasmodic coug! rhe 
ain in the head and temples became severe, paroxysmal and 
obstinate and was accompanied with photophobia and nausea. 
This headache was not unlike migrainous cephalalgia rhe 
patient seemed to improve, except for occasional mild astlimatic 
attacks: then hematuria was noticed, and thereafter red blood 
cells and leukocytes were found repeatedly in the urine. Several 


days later the patient called attention to painful swellings on 
his legs and thighs. These swellings were subcutaneous nodules 


resembling periarteritic lesions. The patient has recover 


Clinical Science, London 
9:1-70 (Feb. 28) 1950 


Actior f Ouabain (€G-Strophanthin) Circulation in Mar Com- 
iris with Digoxin S. Ahmed, R. I. S. Bayliss, W. A. Briscoe 
ind J. McMichael.—-p. 1 

intrapulmonary Mixing of Helium in Health and in Emphysen BD Ve 
Bates and R. V. Christi p. 17 

Vasodilatation in Hand in Response to Heating Skin |! where. 
D. McK. Kerslake and K. E. Cooper p. 31 

Blood Flow Through Calf After Exercise in Subjects with Artet lerosis 
and Claudication. J. T. Shepherd.—p. 49. 

Circulatory Changes Associated with Aneurysm of Axillary Artery and 


Clubhing of Fingers K. W. Cross and G. M. Wilson.—p 


Edinburgh Medical Journal 
§7:65-128 (Feb.) 1950 


*Therapeutic Potency of Vitamin Biz Derived from Streptomyces Griseus 
Culture Liquors. T. Kinnear and R. B. Hunter.—p. 65 
Vitamin Biz and Related Factors: Clinical and Experimental Review. 


R. H. Girdwood.—p. 72. 
Comparison of Continuous Infusion and Single Intravenous Injection 
Methods of Determining Discrete Renal Functions. ©. Olbrich, 

M. H. Fergusen, J. S. Robson and C. P. Stewart.—p. 11! 

Renal Function in Aged Subjects. O. Olbrich, M. H. Ferguson, J. 

Robson and C. P. Stewart.—p. 117. 

Vitamin B. in Pernicious Anemia.—Kinnear and Hunter 
report the effect of vitamin By derived from Streptomyces griseus 
liquors in the treatment of 34 patients with pernicious anemia. 
Fourteen previously untreated patients were given vitamin B,: 
from this source, and in 10 of these the initial hematologie 
response to 20 micrograms was satisfactory. In the 4 patients 
who did not respond it was believed that the main contributing 
factors were difficulty in the production and assay, and lack of 
stability. The other 20 patients were given 20 micrograms of 
vitamin By after initial treatment with liver extract every three 
weeks for six months. The initial levels were maintained by 
this means in 18. One patient whose hemoglobin level @ 
red cell count had fallen during liver therapy achieved a sat 
isfactory level within six weeks and maintained it for the 
remainder of the six months. The blood picture in the remaiml- 
ing case was altered by uterine hemorrhage. The authors feel 
that vitamin Bi: derived from Streptomyces liquors is satisfac- 
tory both in initial treatment of pernicious anemia mn 
maintenance therapy. Though there is as yet no definite proof 
that the administration of this substance will prevent the 
of subacute combined degeneration, the evidence so far $ 
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that subacute combined degeneration does not progress with ade- 
quate therapy. In no case so far has this complication developed 
during treatment. The extent to which vitamin Bw will replace 
liver extract in the routine treatment of pernicious anemia will 
depend largely on the relative cost of these preparations 
Vitamir 1). therapy has certain advantages: clinical testing of 
individual batches is not required; sensitivity reactions do not 
occur, and massive doses can be given in early cases of subacute 
combit legeneration of the cord. 


Journal Obst. & Gynaec. of Brit. Empire, Manchester 
57:1-140 (Feb.) 1950. Partial Index 


Diag? Early Carcinoma of Cervix Uteri and Its Implicat 
\ s p. 1 

*Er s Ovarii et Peritonaci Caused by Hysterosalpingegraphy 
(( n to Patl enesis of Endometriosis). G. Teilum nd 
Vv. M p. 10 

Haem Changes in Kidnev in “Toxaemia of Late Pregnancy.’ 
R. A. Kenney, R. F. Lawrence and D. H. Miller p. 17. 

Hyper Gravidarum with Pulmonary Interstitial Emphysema 
B. W and J. Cobley p. 30 

Occipit r Positions: Their Mechanism and Treatment. R. Beard. 

ones lhrombophlebitis. J. M. B. Donaldson.—p. 52. 

\ct tment of Incurable Pelvic Neoplasms. G. P. Charlewvod, 
Ww. B I. Evans and A. C. Naylor p. 58 

Primary rian Pregnancy: Review of Literature and Report of Case 
N. J kK p. 6 

Secor \ minal Pregnancy. B. L. Jeaffreson and N. J. S. Nathan, 

( ma of Fallopian Tube. S. Madden.—p. 68 


Hysterosalpingography as Cause of Endometriosis.— 


Accor to Teilum and Madsen development of peritoneal 
endometriosis as the result of a hysterosalpingography was 
described by Teilum in 1948. They cite 7 cases in which ectopic 
endometrium was demonstrated histologically in examinations 
made it rter or longer periods after hysterosalpingography 
with io oils. The endometriosis was on the surface of the 
ovary e oviduct. The morphologic aspects (relation to 
lipid gt mas and remnants of contrast medium) suggest 
that the dometriosis was caused by a previous hystero- 
salping iy. In case 1 it was possible three months after 
hyster ography to demonstrate various morphologic 
pl lopment with transition of the surface epithelium 
of the 0 into a metaplastic columnar epithelium of endo- 
metrial t The changes displayed a topographically strict 
locatizat to the edges of the lipid granulomas and the sub- 
granu) is interstitial spaces, resulting in some cases in 
epithelium-lined surface cysts and in others in the development 
ot endometriosis. These findings are taken as a proof that 
endomet: s on the surface of the internal genitals may 
develop through an irritative influence on the surface epithelium, 
which is derived from the celomic epithelium, in conformity 
with the so-called celomic metaplasia theory (or serosa-epithelial 
theory) of the origin of endometriosis. The findings in cases 4, 
3,6 and 7 are also highly suggestive of a metaplastic influence 
on the suriace epithelium caused by the injected contrast 


medium, resulting in endometriosis. 


Lancet, London 
1:603-650 (April 1) 1950 


‘Pain in Upper Limb from Mechanisms in Costoclavicular Space. 
. F. A. R. Stammers. p. 603. 
Complicatior f Ulcerative Colitis. J. M. Rice-Oxley and S. Truelove. 
—p. 607 
} _ * . . . . 
Chloramphenicol in Iyphoid Fever. R. A. Good and R. D. Mackenzie. 
—p. 611, 


Treatment of Typhoid Fever with Chloramphenicol. A. L. K. Rankin 


and A S. Grimble. —p. 615. 


Chlorampheni 1 in Typhoid Fever. A. H. El Ramli. p. 618. 
meral Her: trraphy. E. S. R. Hughes and J. T. Fathi.—p. 620. 
“\queous Suspension of Procaine Penicillin. R. I. Cohen.—p. 622. 
_ Pain in Upper Limb from Mechanisms in Costoclav- 
cular Space.—Stammers discusses cases of cervical rib or 
band, or of scalenus-medius band, accompanied with pain and 
Motor or sensory changes in the ulnar distribution in the hand. 
He stresses that when a cervical rib is associated with signs 
and symptoms of ulnar-nerve involvement in the hand, in the 
Pei of lesions outside the costoclavicular space, exposure of 
subclavian artery, brachial plexus and the rib should be 
indertaken. Operation should be advised when the subclavian 
atery is pushed forward by the rib and is seen as a large pulsat- 


ing prominence just above the clavicle, since, though aneurysm 
is uncommon, it may develop. Much more important is the 
risk of vasospastic symptoms in the hand, and even of sudden 
thrombosis of the main artery. In cases of clearcut ulnar-nerve 
involvement without a true cervical rib but with an elongated 
transverse process of the seventh cervical vertebra, the region 
should be explored, since there is likely to be a tight edgelike 
band in the inner border of the scalenus-medium muscle against 
which the more anterior scalene is pressing some part of the 
plexus or, when it is highly arched, the subclavian artery. 
For all other patients who complain of more vague and more 
widespread discomfort the author prescribes shoulder-shrugging 
exercises and advises that the affected arm be supported in a 
sling, so as to widen the angle between the clavicle and the 
thoracic inlet. The really fatigued patient may require com 
plete bed rest for a week, with tonics and adequate diet. If 
no improvement follows in four to six weeks, it is justifiable to 


explore the costoclavicular space. 


Medical Journal of Australia, Sydney 
1:137-172 (Feb. 4) 1950. Partial Index 


*Final Results of Long-Term Therapy with Methyl Thiouracil in 


Phyreotoxicosis. H R. G. Poate.—p. 139. 
Psychiatric Aspects of Dyspepsia in Soldiers. D. W. T. Arnott.—p. 143 
Neurosurgical Applications of  Electroencephalography G. Phillips 
p. 145. 
Modern Trends in ‘Electroencephalography. G. Trahair.—p. 146. 
Electroencephalography and Neuropsychiatry. A. Stoller.—p. 148. 
Prevention and Control of Tuberculosis in Childhood. H. W., 


Wunderly.—>p. 151. 
1:173-212 (Feb. 11) 1950. Partial Index 


Dysmenorrhoea and the Climacteric: Psychosomatic Assessment and 
Treatment. A. A Moon. p. 174, 
Psychological Implications of Dysmenorrhoea and Menopause, <A. T 
i - i 


Edwards p. 178 

Facial Paralysis: Clinical Classification. J. P. Findlay.—p. 181. 

Methylthiouracil in Thyrotoxicosis.—Poate completed a 
survey of 200 patients with thyrotoxicosis who were subjected 
to long term therapy with methylthiouracil. Treatment was 
continued for 15 months to three and a half years. There were 
16 cases of toxic adenomatous goiter and 184 of acute primary 
hyperplastic toxic goiter. The 16 patients with toxic adeno- 
matous glands were given long term therapy because they either 
refused operation or were poor surgical risks, although subse- 
quently 7 of them were operated on with success. Eighteen 
patients with recurrent toxicity following operation or high 
voltage roentgen therapy had the primary hyperplastic type of 
goiter, and in 10 cases excellent results were obtained. In 6 
cases traces of the old thyrotoxicosis remained, although the 
patients were otherwise well and the toxicity was controlled. 
In the other 2 recurrent cases treatment was suspended; one 
patient had persistent leukopenia and was referred for high 
voltage roentgen therapy; the other, in whom acute pyelitis 
developed during treatment, was given sulfathiazole and agranu- 
locytosis supervened. She was treated for this and underwent 
a successful operation elsewhere. Sulfonamides must not be 
given concurrently with the thio compounds. Methylthiouracil 
will effect a cure in 64 per cent of the patients with acute 
primary hyperplastic toxic goiter, but in 98 per cent of cases 
control of thyrotoxicosis is obtainable. Patients with toxic ade- 
nomatous goiter or with larger hyperplastic goiter of more 
than four months’ duration are unsuitable for long term therapy 
with methylthiouracil and should be subjected to short term 
treatment as a preparation for operation. Patients who have 
had high voltage roentgen therapy or operation for acute 
primary toxic goiter and have had a recurrence can be treated 
with methylthiouracil. Patients with toxic adenomatous or other 
secondary types of toxic goiter unsuited for or who have refused 
operation can be controlled by long term therapy. Initial leuko- 
cyte counts are advisable and they should be repeated after the 
third and sixth weeks. 


Proceedings of Royal Society of Medicine, London 


43:137-250 (March) 1950. Partial Index 


Mechanism of Antibody Production. C. O. Stallybrass.—p. 137. 

Problem of Hypopharyngeal Carcinoma. R. D. Owen.—p. 157. 

Change and Progress in Anaesthesia. G. Organe.—p. 181. 

Effects of Faulty Posture. H. A. Burt.—p. 187. 

Discussion on Management of Rheumatic Fever and Its Early Com- 
plications. P. Wood.—p. 195. 
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Acta Clinica Belgica, Brussels 
4:429-572 (Nov.-Dec.) 1949. Partial Index 


Role of Electroencephalographic Changes in Diagnosis of Intracranial 
Tumors; Study of 50 Cases. L. Ectors and J. Achslogh.—p. 429. 
Comment on Or Hundred Cases of Bronchial Cancer H. Durieu, 


FF. De Clereq and E. Van Kessel.—p. 475 
*Experimental Stu Pathogenesis of Essential Hypertension in Man; 

Clinical Use of Tetraethylammenium Ions. R. L. Duret.—p. 495. 
‘Vitamin D Int cat in Adults. J. Jamar and J. Vandenbroucke 

I 

Tetraethylammonium Chloride in Hypertension.—Duret 
studied the effect of tetraethylammonium chloride on the sys- 
tolic pressure of 18 patients between the ages of 55 and 78 
with essential hypertension, of 8 normal persons between the 
ages of 23 and 39 and of 2 patients aged 65 and 72 with renal 
hypertension. Two to 4.5 mg. of a 10 per cent solution of 
tetracthylammonium chloride per kilogram of body weight 
was injected by the intravenous route. This was much smaller 
than the standard dose used by the American and French 
authors tor similar purpose Che patients did not experience 
any serious discomfort. The mild secondary subjective dis- 
turbances were not striking when compared with the considerable 
fall in the arterial pressure following the injection of the drug. 


The tall in blood pressure following ganglion blockade of 
the sympathetic and the parasympathetic nervous systems pro 
duced by the intravenous injection of tetraethylammonium chlo- 
ride was greatest in patients with the highest pressure. The 
extent of the fall in the arterial pressure reflects the role of 
the sympathetic vasoconstrictor tone in the maintenance of the 
arterial tensiwt it that level The degree of hypertension 
appears to be related to the activity of the sympathetic nervous 
systen The test did not reveal any increase in the vasomotor 
tonus in the 2 patients with renal hypertension when compared 


with that of the persons with normal arterial tension. The 
extent of the fall in the systolic blood pressure in 3 patients 
with malignant hypertension was identical with that in the 
patients with benign hypertension. The extent of the fall in blood 
pressure in patients with renal hypertension was of the same 
order as that in normal persons. The tetraethylammonium 
chloride test thus seems to make possible differential clinical 
diagnosis of renal hypertensive disease from essential hyperten 
sion and from hypertension due to pheochromocytoma, the latter 
being rather increased by tetraethylammonium chloride. 

Vitamin D Intoxication in Adults.—Jamar and Vanden- 
broucke report 10 instances of intoxication caused by excessive 
ingestion of vitamin D. The toxic dose varied considerably with 
the individual patient. Severe intoxication was observed in 
some aiter the administration of 5 to 6 ampules of 15 mg. (or 
600,000 international units); others did not show toxic symp- 
toms after 50 to 80 ampules of vitamin D. Mild disturbances 
consisted of anorexia, vomiting and pronounced fatigue. Head- 
ache, excessive sweating, disturbances of micturition, diarrhea 
and loss of weight occurred. Patients with severe intoxication 
exhibited tachycardia, palpitation, renal insufficiency and hyper- 
tension. Two patients had meningeal symptoms and coma sim- 
ulating tuberculous meningitis. Strict control of urea and blood 
calcium is indispensable in patients who receive large doses of 
vitamin LD. Repeated microscopic examinations of the urine 
and functional renal tests are required. Metastatic calcification 
may occur at several locations despite these precautions, but 
renal damage can be prevented. Spontaneous remission will 
result from early discontinuation of the administration of the 
vitamin. This may be further influenced by a diet poor in cal- 
cium and rich in fluids. Administration of ammonium chloride 
is recommended for acidification of the urine and for prevention 
of formation of calcium crystals in an alkaline environment. 


Arquivos de Neuro-Psiquiatria, Sao Paulo 


7:349-422 (Dec.) 1949. Partial Index 

*Prefrontal Leukotomy in Minors. M. Yahn, S. Krynski, A. Mattos 
Pimenta and A. Sette Jr.—p. 349. 

*“Stab Sensation’ as Stereotype Reaction to Stimulation of Parietal 
Peritoneum. A. Auersperg, VU. Aidar and S. A. de Barros.—p. 393. 
Prefrontal Leukotomy in Minors.—Yahn and collabora- 

tors performed prefrontal leukoteny in 9 girls between the 

ages of 9 and 16 years with beuavior disorders caused by 
epilepsy, oligophrenia and mental disease. Freeman and Watts’ 
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technic was used. The patients were inmates in a home for 
feebleminded girls. They were observed daily for more than 
one year after the operation. There was a recovery of normal 
personality in 1 patient and improvement in 4 patients with 
mental disease. The operation failed to improve 2. Two 
patients died from cerebral hemorrhage due to difficulties jn 
placing the incision because of the abnormalities of the ventricles 
as previously shown by pneumoencephalography. The authors 
conclude that Freeman and Watts’ leukotomy has a favorable 
effect on the conduct disorders in young persons. The degree 
of relief is greater than that achieved in chronic adult schizo- 
phrenics. The effect is due to a larger capacity for replacement 
possessed by immature brains, leading to a new neuropsychic 
orientation. 

Stab Sensation.—Auersperg and collaborators performed 
peritoneoscopy on several patients. In the course of the pro- 
cedure a given point on the anterolateral aspect of the parietal 
peritoneum was touched with the hot bulb of the laparoscope. 
\ll patients responded to the touch with the feeling of a “stab 
sensation.” The site of pain pointed out by the patient with 
his finger was that in which the light of the instrument could 
be seen. The character of pain corresponded to that described 
by Capps and Coleman in pain caused by mechanical stimula- 
tion. The parietal peritoneum responded always in the same 
way regardless of whether the stimulation was mechanical or 
thermal 


Boletim Clinico dos Hospitais Civis de Lisboa 
13:169-800 (No. 2-3-4) 1949. Partial Index 


*Streptomycin in Pulmonary Tuberculosis. V. Preto.—p. 2 


Streptomycin in Pulmonary Tuberculosis.—Preto admin- 
istered streptomycin to 8 patients with acute miliary tuberculo- 
sis, 26 patients with bronchial tuberculosis and 90) patients with 


pulmonary tuberculosis. The patients were followed for 14 
months. The drug was given parenterally in daily doses of 1 
Gm., in two fractional doses of 0.5 Gm. each, with an interval 


of twelve hours. Patients with acute miliary tuberculosis were 
given a total dose of streptomycin which varied between 80 and 
150 Gm. of the drug. Four patients who also had tuberculous 
meningitis were given an additional daily dose of 100 mg. of 
streptomycin intraspinally. Three of these patients died and 1 
recovered. Of the 4 patients with acute miliary tuberculosis 
not complicated by tuberculous meningitis 2 have recovered 
and 2 are in the process of recovering. Streptomycin in a total 
dose of 30 to 60 Gm. gave satisfactory results in ulcerative and 
inflammatory types of bronchial tuberculosis. Streptomycin was 
given to patients with pulmonary tuberculosis in a total dose 
which varied between 60 and 70 Gm. during a period of bed 
rest with good results in tuberculosis of short duration and in 
acute exudative types. The drug was effective in controlling 
bronchogenous and hematogenous spread of tuberculosis. Fibro- 
caseous and chronic fibroid types of pulmonary tuberculosis did 
not react favorably to treatment with the drug. 


Deutsche medizinische Wochenschrift, Stuttgart 
74:1549-1592 (Dec. 23) 1949. Partial Index 


Experiences with One Hundred Fenestration Operations According 
Shambaugh-Passe. H. Wullstein.—-p. 1549. j 
“Five Years’ Experiences with Postoperative Dicumarol® Prophylaxis: 

Statistical Study. E. Rehn and T. Halse.—p. 1552. 

Diagnosis of Monocytic Angina. G. Liimmler.—p. 1562. 

Diagnosis of Cancer from Smears According to Papanicolaou, with 
Special Consideration of Technic, Accuracy and Fields of Application. 
H. J. Mohr.—p. 1565. : . 

Debatable Efficacy of Diphtheria Antiserums, G. Paschlau.—p. oe 

Effect of Rutin on Capillary Permeability and Fragility of Normally 
Nourished and Sensitized Experimental Animals. L. Hepding. 
p. 1575. ei. 

*Rutin in Prevention of Vascular Injury by Dicumarol,® with os 
Consideration of Prophylaxis of Thromboembolism. P. atts. 
—p. 1576. 

Postoperative Dicumarol® Prophylaxis.—Rehn and Halse 
report that at their hospital the prophylaxis of postoperative 
thromboembolism was carried out originally by the combined use 
of heparin and dicumarol.® They employed dicumarol® alone 
when it became impossible for them to obtain heparin. id 
discuss the concept of predisposition to thrombosis, gare. Sg 
that this is greater in some patients and in certain opera 
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as for example, after comparatively simple herniotomies. The 
thrombin or prothrombin content of the blood is the most 
important factor in the coagulation potential. A study of the 
prothrombin index gives an indication of the coagulability of 
the blood and of the tendency to thrombosis. Isolated determi- 
nations are of little value, because the dynamics of the process, 
whether the prothrombin content has a tendency to increase or 
to decrease, is the decisive factor. The administration of large 
doses of dicumarol® without regard to the prothrombin content 
may have serious consequences. The authors compared the per- 
centage incidence of lethal embolism in the 14,182 patients 
treated with dicumarol® in the five years from 1945 through 
1949 with that in the material observed in the years between 
1930 and 1939, when dicumarol® was not in use, and found that 
the incidence of lethal embolism decreased from 0.35 to 0.035 
per cent, that is, the mortality from this cause decreased to 
one-tenth its former incidence. 

Rutin in Prevention of Vascular Injury Caused by 
Dicumarol.®—Matis points out that the use of dicumarol® 
for the prevention of thromboembolism occassionally leads to 
bleeding. It was suggested that increase in the permeability 
of the capillaries rather than the reduced thrombin effect is 
responsible for this tendency. Whereas the hypothrombinemia 
can usually be counteracted by transfusions of blood or plasma, 


the illary impairment is usually not corrected by transfusion. 
Figures recording the protein content of the capillary filtrate 
following use of dicumarol® and again after treatment with 
rutin revealed that rutin is usually capable of counteracting 
the unfavorable effect of dicumarol® on the capillary wall after 
it has been administered for six days. The dosage was usually 
200 me. of rutin per day, given either orally or parenterally. 


There were no signs of intolerance even when doses as large 
as 400 to 800 mg. were given. The protective effect of rutin 


soon disappeared after its administration was discontinued, 
and en dicumarol® was again administered the patients 
reacte| again with an increase in capillary permeability. The 
importance of eliminating the damaging effect of dicumarol® 


on the capillaries becomes evident when it is considered that 
many of the patients who require prophylactic treatment with 


this drug have particularly susceptible capillaries. This applies 
to aged’ persons and to those with hypertension, arteriosclerosis 
or diabetes. The author suggests that such patients be given 
rutin addition to dicumarol® when the latter drug is needed 


for the prevention of thromboembolism. 


Nordisk Medicin, Stockholm 
43:323-362 (Feb. 24) 1950. Partial Index 





Eval u of Psychiatric Indication for Induced Abortion: Experiences 
from Province of Hospital for Insane. P. Dickmeiss and N. 
Hjerrild—p. 327, 

Therapeutic Abortion in Finland. E. Brander and K. Niemineva. 
{ ' 

"Diabetes and Pregnancy: Care of Diabetic Women in Pregnancy and 
Puerpersum. B. Andersson.—p. 338. 

Ovarian Tumors and Pregnancy. B, Tornqvist.—p. 340. 

Interstitial Pregnancy. I Borg.—p. 342. 

Progesterone in Mastopathia Cystica. O. Riisfeldt.—p. 344. 

Bilater Ovarian Fibroma with Ascites (Meigs’ Syndrome). V. 


Christensen.—p. 348. 

Diabetes and Pregnancy.—Andersson says that adequately 
controlled diabetes does not noticeably increase maternal mor- 
tality but neonatal fetal mortality is high. Sometimes diabetes 
appears during pregnancy or is not diagnosed until pregnancy. 
Diagnosis of diabetes must not depend on a positive Benedict 
reaction alone. It is necessary to determine whether the copper- 
reducing substance in the urine is glucose. Renal glycosuria 
is frequent during pregnancy because of the lowered renal 
threshold for glucose. Maternal diabetes is not permanently 
aggravated by pregnancy, but there is often a transient aggra- 
vation during the second half of pregnancy which manifests itself 
i a higher insulin requirement and a greater tendency to 
acidosis. Vomiting toward the end of pregnancy is generally 
due to toxemia or acidosis. Administration of fluids and e!ec- 
trolytes parenterally must not be delayed. Insulin reactions and 
acidosis can usually be avoided. If prompt countermeasures are 
taken, insulin coma and diabetic coma need not cause death 


of the fetus. Delivery is often accompanied with sudden transi- 


‘ory improvement in the maternal diabetes, both as to insulin 
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requirement and acidosis. This must be borne in mind in order 
to avoid unnecessary insulin reactions in the mother. The 
increased carbohydrate tolerance, ascribed to an endocrine read- 
justment at delivery, usually lasts about a week. The author’s 
observations are based on observation of 47 pregnancies in 37 
diabetic mothers. Insulin coma occurred only once, without 
harmful effect on the child. Eclampsia occurred in 3 women 
and eclampsism in 7: the 10 eclamptic mothers bore 7 living 
children. In 11 cases there was albuminuria, perhaps connected 
with transient rise in blood pressure. In 1 case with prolonged 
delivery because of the size of the fetus, both mother and child 
died, the mother from uterine rupture. The importance of 
cesarean section after long pregnancy with a large fetus is 
stressed, 
Semaine des Hopitaux de Paris 


26:931-992 (March 18) 1950. Partial Index 
Clinical and Surgical Study of Brachyesophagus: Fifty Cases of 

“Short Esophagus.” J. H. Resano.—p. 931. 

Adenoma of Gallbladder. C. Debray, M. Roux and C. Crépy.—p. 945. 
*Accidents of Arteriography: Case of Acute Gangrene with Fatal 

Course. R. Joyeux, A. Biscaye and G. Carli.—p. 948. 

Acute Gangrene and Death Caused by Arteriography. 
—Joyeux and co-workers report 1 woman aged 54 with cir- 
culatory disturbance of the left lower extremity. The patient 
had severe hypertension and a rapid pulse with presystolic gal- 
lop rhythm. The Kahn and Meinicke reactions were positive, 
while Wassermann’s lipid and cholesterol reactions were nega- 
tive. Observations in oscillometric records and the clinical 
examination were not sufficient to permit decision as to man- 
agement of the patient, whose condition did not improve under 
conservative treatment. Arteriography was carried out with 
the Dos Santos apparatus with the patient under thiopental 
sodium anesthesia. A minimum amount of the contrast medium 
was used. The arteriograms revealed obliteration of the femoral 
artery where it passes Hunter’s canal. The caliber of the pos- 
terior tib.al artery was diminished, but the vessel was permeable. 
The genicular branches of the popliteal artery were not visible. 
Shock resulted within four hours after the injection, and 
cyanosis of the entire extremity with two eschymotic areas at 
the buttock and from the knee downward, associated with 
severe pain, occurred within ten hours. Anticoagulant therapy 
with 400 mg. of heparin was instituted during the night and 
discontinued the next morning. The first phlyctenae developed 
within three days, and the butteck ulcerated in spite of local 
sulfonamide therapy and general treatment with penicillin. 
Amputation of the extremity was performed on the thirteenth 
day, but death resulted from circulatory collapse on the sev- 
enteenth day. The authors emphasize the free interval between 
the injection and the accident, the irreversibility of the result- 
ing lesions, the progressive deterioration with involvement of 
the general condition, the difficulty of deciding on either early 
or delayed amputation and the hypersensibility of patients with 
arteritis and with positive reactions for syphilis even when there 
is no absolute proof of specificity. The massive heparinization 
proved unfortunate. The high intravascular pressure exag- 
gerated by the injection, particularly in the presence of complete 
thrombosis, caused the accident. 


Semana Médica, Buenos Aires 
57:297-324 (March 2) 1950. Partial Index 


ae of Endometrium. R. R. Gandolfo Herrera and H. L. Guixa. 
—p. 303. 
“Practical me, of Electroencephalography. R. G. A. Ferrero. 

—p. 305. 

Applications of Electroencephalography.—According to 
Ferrero electroencephalographic tracings are reliable: (1) in 
the diagnosis of epilepsy and the types of epilepsy; (2) in the 
diagnosis of potential neuropsychiatric disease; (3) in detecting 
simulation in civil and legal fields and in industrial medicine ; 
(4) in early diagnosis of cerebral tumor and topographic diag- 
nosis of neoplastic and nonneoplastic lesions and of epilepto- 
genic foci; (5) in the diagnosis of cerebral metastases after 
removal of a cerebral tumor; (6) in evaluating normal functions 
of the brain in air force, navy and army personnel, and (7) 
in eugenics, as in contraindicating marriage of persons with 
cerebral dysrhythmia. 
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The reviews here published have been prepared by competent authorities and 


do not represent the opinions of any 


How to Guess Your Age. By Corey Ford Introduction by Edward 


Str er Boards $1 No pagination, with Ulustrations by Gluyas 
Williams. Doubleday & Company, In Garden City, N. Y., 1950 

This is one of the most amusing little books that has been 

\ ble in a lone time and will bring many smiles to 

eV stim ind attitude toward le set t be 

vi uly w vears. It als ll elicit many 

rom tl \ er grou whose I ems im this 

re vet t ‘ rhe | s b k « b re im a tew 

: vould make an excellent gift to present slyly 

it Ves it i place n e¢ recept room 

i. ver i it is lett 1 the latter 

‘ l i ( i " pr bably will be necessar to 

\ sly disappearing. For those with a sens¢ 

t wor, here is a must Those lacking a sense of humor 

find one after looking at the antics of Ford and Williams 

of tl Second 


Bleod Clotting and Allied Problems: Transactions 
nfer e. January 24-25, 1449, New York, N. \ Edited by Joseph E 
Fivni Paper $2.25. Pp. 231, with 29 illustrations. Josiah Macy, Jr., 
Foundation 65 Pat Ave New York 21, [n.d.] 

This volume is a collection of papers and discussions given 


it the Josiah Macy Jr. Foundation conterence program on 


The book consists of 9 chapters and an appendix—the latter 
riving the details of a method for the preparation of high quality 
lantern slides. Most of the papers are quite broad in scope 
in that they are not detailed accounts of individual experiments 
but are rather discussions of some particular phase of blood 
clotting, including recent experimental developments. The 
chapters include such subjects as the separation, purification, 
assay and mode of action of some antithromboplastin factors and 
a discussion of the standardization of thromboplastin. The role 
of platelets, surface effects and zeta-potentials in blood coagu- 
lation are discussed as well as the: structure and formation of 
the fibrin clot and the factors affecting rate of conversion of 
prothrombin to thrombin. A single brief chapter is devoted to 
the use of a polysulfuric ester of alginic acid as an anticoagulant. 

Che book will be of interest to those working in hematology 
as it contains the opinions of 19 specialists in that field. 


The Diagnosis and Treatment of Adrenal Insufficiency. By George W. 
Thorn, M.D Hersey Professor of the Theory and Practice of Physic, 
Harvard Medical School, Boston, Mass With the Collaboration of 
Peter H. Forsham, M.D., M.A., Assistant in Medicine, Harvard Medical 
School, and Kendall Emerson, Jr., M.D., Associate in Medicine, Harvard 
Medical School Publication Number 29, American Lecture Series, 
A Monograph in American Lectures in Endocrinology. Edited by Willard 
0. Thompson, M.D Clinical Professor of Medicine, University of 
Illinois College of Medicine Chicago Cloth $5.50 Pp. 171, with 
‘2 illustrations. Charles C Thomas, Publisher, 301-327 E. Lawrence 
A\ Springfield, IIL., 1949 

This factual and valuable monograph traces the historical 
development of the theory and treatment of adrenocortical insuf- 
ficiency. The information contained has been accumulated from 
more than 200 case studies observed by the senior author. 
Che text reviews the physiologic functions of the adrenal cortex 
in relation to the chemical structure of the isolated adreno- 
cortical hormones. It briefly describes the varieties of adreno- 
cortical insufficiency which may be encountered in the clinic. 
\ddison's disease is more exhaustively considered. The signs 
and symptoms, laboratory findings and various screening and 
tolerance tests are described and discussed in fair detail. The 
diagnostic program employed by the authors, the differential 
diagnosis, treatment and management of the patient are also 
presented. 

This monograph is a valuable reference text containing basic 
information for the student and practitioner. 

It is unfortunate that cortisone as a therapeutic agent in 
hypoadrenalism is not considered. 





official bodies unless specifically stated. 


The Control of Communicable Diseases in Man. An Official Report of 
the American Public Health Association Seventh edition Paper. 40 
cents Pp. 159 The Assevciation, 1790 Broadway, New York 19, 1950 

Chis new edition brings up to date the extremely helpful 
condensed reviews that have been so popular with physicians 
m general practice, public health workers including nurses, sani- 
tary engineers and epidemiologists, and industrial pbhrysicians. 
Che same general format is followed, with a brief description of 
each disease in relation to its clintcal and laboratory identifica- 


} } 


tion tollowed by consideration of causative agent, source of 
infection, mode of transmission, incubation period, period of 
communicability, susceptibility and resistance, and prevalence. 
The total of diseases considered is 93. 

freatments are not included except in those conditions, such 
as measles, smallpox and typhus, in which an important part 
of control methods is the use of specific vaccination or immuni- 

ition. 

\ well qualified Subcommittee on Communicable Disease 
Control of the Committee on Research and Standards of the 
American Public Health Association worked on the prepara- 
tion ot this edition. The handy, pocket-size publication 
undoubtedly will continue in its well established position as a 
quick reference manual for prompt, authoritative orientation. It 
is othcial with the United States Public Health Service and the 
United States Navy and has been approved in principle by the 


surgeons general of the United States Army, Navy and Air 
korce as well as the Ministry of Health for England and 


Wales and the Department of Health for Scotland. 


A Text-Book of Oral Pathology. By Thomas J. Hill, DDS. Pro- 
fessor of Clinical Oral Pathology and Therapeutics, Western Reserve 
University, Cleveland, Ohio. Fourth edition. Cloth. $7.50. Pp. 398, 
with 314 illustrations. Lea & Febiger, 600 S. Washington Sy., Phila- 
delphia 6, 1949. 

This edition of the textbook of the same title originally writ- 
ten by Russell W. Bunting, D.D.S., D.D.Se., retams the tormat 
and many fine features of the original. In addition, it contains 
much new material. Some of the eighteen chapters were writ- 
ten by contributing authors. The chapters on “The Abnormal 
Development of the Oral Region” by Samuel W. Chase, Ph.D., 
and on “Deep Neck Infection of Dental Origin” by Edward 
Reiter, D.D.S., are valuable and well prepared. A chapter 
appearing in earlier editions on “Malocclusion of the Teeth 
and Dentofacial Deformities” is a regrettable deletion from the 
newest edition. The chapters on the abnormalities of the den- 
titions and teeth, hypoplasia of enamel and dentin, the dental 
accretions, abrasion and erosion are adequate and extensively 
illustrated. Several chapters on dental caries are particularly 
well done, as is the chapter on diseases of the dental pulp. 

The chapter on periapical diseases suffers from the use of 
questionable nomenclature. The term “apical periodontitis 
which the author uses to designate the inflammatory periapical 
diseases or apical pericementitis is inappropriate. The term 
“periodontium” (from which “periodontitis” is derived) desig- 
nates collectively the investing and surrounding structures of the 
teeth: the gingiva, the periodontal membrane and the alveolar 
bone. “Periodontitis” obviously designates an inflammatory 
involvement of these structures. Since the so-called periapical 
diseases do not involve the gingiva, they should not be desig- 
nated “periodontitis.” An “apical periodontitis” actually does 
not exist. 

The chapters on the peridontal diseases contain much valuable 
material, although the classification used by the author appears 
inadequate and of questionable construction. Several periodontal 
diseases such as necrotizing ulcerative gingivitis and hyper- 
plastic gingivitis of toxic diphenylhydantoin therapy are described 
in the chapter on “Stomatitis.” This arrangement of material 
appears undesirable from the standpoint of logical sequence a! 
placement. The chapters on stomatitis and tumors are too 
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for reasonable coverage of these phases of oral pathology. The 
chapter on “Oral Diseases as Foci of General Infection” pre- 
sents a fine discussion of debatable problems. The illustrations 
used in this volume are of fine quality and well selected. Ade- 
quate references are listed with each chapter. This textbook, 
, favorite with many teachers, continues to merit wide use 


long < 


Achieving Maturity. By Jane Warters, Director of Personnel, State 
Teachers College, Lock Haven, Pennsylvania. Cloth. $3. Pp. 349%. 
McGraw-Hill Book Company, Inc., 330 W. 42nd St., New York 18; 
Aldwych House, Aldwych, London, W.C.2, 1949. 

This volume is addressed to boys and girls and young men 
and women who are puzzled by any of the myriads of questions 
that escent youth is wont to ask. The 339 pages of text 
might be described as an abundantly documented compendium 
from which an introspective college student, majoring in some 
one of the social sciences, could secure ready help in preparing 
a tern iper or his “thesis.” But it is questionable whether 


less professionally interested adolescents would be willing to 


go thi a volume of such size to secure the practical answers 
which admittedly are to be found here. The terminology is evi- 
dence the author approaches her task with the background 
f a psychologist. 

To the biologically and medically trained reader, the obvious 
comment is that the most characteristic feature of adolescence 
is the development of activity in the reproductive system with 
the endocrine factors which are concomitants. It seems unfor- 
tunate the author does not arrive at this matter until page 
44 and that her treatment of sex throughout is at a peripheral 
level. It must be said that this difficult subject is handled with- 
out prudcry and without adherence to traditional standards for 
the sake of their being traditional. It is apparent, however, 
that the author has endeavored in a practical way to focus the 
attenti: f youthful readers on the many problems of the 


which are in no direct way related to physical sex 
It is refreshing to have a treatise that does not 


' 
adole sce! 


experiences. 


play up this aspect of the romantic years unduly. 

Food Inspection Notes: A Handbook for Students. By H. Hill, 
P.R.San.l FLS.LA., A.M.LS.E., and F. Dodsworth, M.R.San.L., M.S 
LA. Ch Sanitary Inspector, Borough of Harrogate, England. Third 
edition. Cloth. Price, 7s, 6d. Pp. 125. H. K. Lewis & Co., Ltd., 156 
Gower St London, W.C.1, 1949. 

The purpose of this handbook, first printed in 1943, according 
to the authors, is to aid public health students in passing 
examinations and to provide public health officers with a rapid 


reminder of food inspection technics. The present volume 
should continue to serve this purpose nicely. The American 
student will have to bear in mind, however, that the frame 
of reference for legal decisions is British. Over half of the 
book deals with the inspection of meat, fish and shellfish. This 
is followed by a section on milk and dairy products and finally 
by a relatively shorter section on other foods. Occasionally the 
authors deviate from the primary purpose of the book, and 
some of these digressions are of dubious accuracy. For 
example, on page 97 it is stated that the nutritional value of 
Margarine is greater when made from animal fat than from 
vegetable fat, and it is implied that all margarine is less 
iutritious than butter. Such passages, however, do not detract 
irom the value of the handbook as a whole. In the concise, 
well organized presentation lies the book’s chief merit. 


Lehrbuch der Verdauungskrankheiten. Von Professor Dr. Med. Nor- 
bert Henning, Direktor der Medizinischen Univeritatspoliklinik Wurz- 

Unter rontgenologischer Mitarbeit von Dozent Dr. Med. Walther 
Baumann, Leitender Arzt der Réntgenabteilung der Krankenanstalten 


ae.” Bethel bei Bielefeld. Cloth. 68 marks. Pp. 799, with 334 
ciustrations. Georg Thieme, Diemershaldenstrasse 47, (14a) Stuttgart 
); Agents for U. S. A.: Grune & Stratton, Inc., 381 4th Ave., New 


York 16, 1949. 


li one may judge by the appearance of the present volume, 
the German publishing industry is rapidly regaining its prewar 
Status as producers of well printed medical textbooks. Pro- 
fessor Henning, who is the director of the Wirzburg Polyclinic, 
and his former associate, radiologist Dr. Walther Baumann, 
have collaborated to write a textbook on gastroenterology which 
‘s much more complete than the usual volume on this sub- 
lect because it includes disorders of the pancreas, liver and sali- 
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vary glands as well as of the gastrointestinal tract proper. 
Although written in a succinct and condensed form, the subject 
matter is well covered. After a preliminary single page in 
which the anatomy and physiology of the orga’s is reviewed, 
clinical features including diagnosis, symptomatology, course 
and methods of treatment are outlined in sufficient detail. 

The subject matter in general is sound and up-to-date, includ- 
ing the more important contributions of American worker: 
during recent years. Statements to which might take 
exception are relatively rare and include, for example, the state- 
ment (p. 402) that the diarrhea of Addison's disease is due to 
a sympathetic defect while that of Graves’ disease is due to 
vagotonia. 

The book is well printed and contains a system of color 
reproduction in which miniature color plates appear as part of 
the regularly printed page. These excellent color photographs 
are in decided contrast with the reproductions of the roent- 
genograms and the black and white pictures which are far less 
satisiactory. The volume can be recommended to the gastro 
enterologist or the general practitioner interested in gastro- 
enterology. 


one 


Recent Advances in Physiology. By W. H. Newton, M.D., M.Sc 
D.Sc., Professor of Physiology in the University of Edinburgh, Edin- 
burgh. Seventh edition. Cloth. $4.50. Pp. 268, with 90 illustrations 
The Blakiston Company, 1012 Walnut St., Philadelphia 5; J. & A 


Churchill Ltd., 104, Gloucester Place, London, W.1, [1949]. 


Those familiar with the earlier editions will welcome th 
appearance of a new volume after the lapse of ten years. Pub 
lished in 1925 under the authorship of C. Lovatt Evans, thi 
book has through the years been a favorite source for selected 
readings in physiology. The fifth and sixth editions were 
revised by the present author with some added chapters, but in 
this edition all are new. The various topics include the physi- 
cal basis of temperature regulation, water diuresis, digestion, 
some aspects of the physiology of pregnancy, blood pressure 
and the kidneys, catheterization of the heart, the electrical exci- 
tation of nerve, sensation, auditory impulses and 
color vision. 

The author has succeeded in the objectives set forth in the 
preface—to sclect subjects of interest and importance, to record 
the facts accurately and to provide an explanatory background 
when necessary. All the chapters are well documented with 
data and ilustrations from the original articles; each contains 
a list of references to the more important papers, and there is an 
adequate index. The book provides an authoritative, readable 
and well assimilated source of information that will have 
special value to the graduate student in physiology and to others 
seeking the latest information on the selected topics included 
in the volume. 


cutaneous 


in Anesthesia. Ry Charles L. Bur- 
stein, M.D., Chief, Department of Anesthesiology, Hospital for Special 
Surgery, New York. Cloth, $4. Pp. 153, with 64 illustrations. The 
Macmillan Company, 60 Sth Ave., New York 11, 1949. 


Fundamental Considerations 


The fifteen short chapters of this compact volume deal with 
the autonomic nervous system and its relationship to anesthesia, 
the respiratory pattern during general anesthesia, miscellaneous 
respiratory and circulatory disturbances and pulmonary con- 
trol. The pharmacologic, physiologic and physiopathologic 
principles involved in these numerous problems are discussed, 
and suggested methods of treatment are presented. Concise 
references appear at the end of each chapter. An adequate 
index is provided. 

The author includes data accumulated both in the laboratory 
and in the clinic. Excellent illustrations add to the value of this 
book. This volume is limited in scope as regards all the funda- 
mental physiologic and pharmacologic changes that may occur 
during or after anesthesia. Dr. Burstein intended this publi- 
cation to serve merely as a guide, not a complete reference, and 
to emphasize the need for accurate observation, prompt inter- 
pretation and correct management of some of the systemic 
changes in anesthetized patients, and thus to prevent compli- 
cations. 

The chapter on cardiac arrhythmias during general anesthesia 
is of great value, particularly because of the clarity with which 
these arrhythmias are discussed and illustrated. The author’s 
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opinion regarding the efficacy and safety of the intravenous 
use of procaine for the control of cardiac arrhythmias is at 
variance with the opinions of some other investigators, whose 
observations are not referred to in this presentation. This 
excellent small volume should serve as a stimulus for the pro- 
duction of a more complete reference book dealing with these 
most important subjects. It should be accessible to every 
medical student, surgical resident, anesthesiologist and surgeon. 


The Physiological Basis of Medical Practice: A Text in Applied 
Physiology. Ky Charles Herbert Best, C.B.E., M.A., M D., Professor 
and Head of Department of Physiology, University of Toronto, Toronto, 
and Norman Burke ‘Tayler, V.D.. M.u., F.RLS., Protessor of the History 
of Medicine and Medical Literature, University of Western Ontario, 
London, Canada Fifth edition. Cloth. $11 Ip. 1330, with 603 illus 
trations Willlams & Wilkins Company, Mt. Royal & Guilford Aves., 
Baltimore 2, 1950 

Well known to medical students and practitioners is this 
book of physiology and its interpretation of the subject tor 
medical practic The various phases of physiology are con- 
stantly changing as research provides new imtormation. Any 
book that is imtended to provide up-to-date information on this 
subject must undergo review periodically. The present edition 
is an authoritative and easily read compilation of the newer 
findings and their practical application from a_ physiologic 


point of view. Eighty-one chapters have been written to pro- 
vide informative discussions on the blood and lymph, circulation, 
respiration, excretion of urine, digestion, metabolism and nutri 
tion, the ductless glands, the nervous system, respiration and 
the special sens higures and tables are used treely and 
supplement the textual matter for the convenience of the 
reader. Each page is divided into two columns, which is in 
keeping with a trend that seems to be occurring in medical 
books. The small size of the type that is used may be a 


hindrance tor those who are accustomed to larger type. The 


index is lengthy and complete and adds materially to the 


reputation Ww ich Best and 7 ivlor’s book deserves 


How to Stay Healthy. By Irvin S. Koll, M.D. Cloth. $2 
Pp. 203. Z Davis Publishing Company, 185 N. Wabash Ave., ¢ 


cago 1; Eny Siate Building, 350 Fifth Ave., New York 1, 1949 


To a great extent, the effort of this book to simplify and 
saad Sa a eee ee | maclon —_ 
popularize ealthtul living tor the everyday reader 1s success- 
ful. The book is not erudite and 1s entirely unpretentious. 
There are too many rules; though the author sensibly points out 

- ‘ ». ' 
the necessity for living in a practical way in a practical world, 
he nevertheless lays down eight sets of rules totaling 73 positive 
or negative directives to the reader, in addition to the Ten 
Com Ir s of Good Health which constitute a closing 
chaptet [he information conveyed is accurate and useful, 


except for too sweeping a warning against “all white food,” 
but the tormat will appeal more to the health devotee who 
lives to be healthy instead of being healthy to live—the person 
against whom the author warns as a pulse feeler, a tempera- 
ture taker, a brittle listener to every heart beat, a “coddler.” 
hese minor faults in style and approach do not detract from 
the usefulness of this book, especially for persons who may 
not have had an advanced education but are interested in health 
material clearly presented as is most of this text. 


Medizinische Chemie: Ein Lern- und Hilfsbuch fiir Mediziner, 
Physiologen, Biologen, Pharmazeuten, Arbeitsmediziner und Hygieniker. 
Von Dr. Med. et Dr. Phil. F. Vering, Assistent am Hygiene-institut der 
Universitat Wien Cloth 150 Austrian schillings. Pp. 493, with 
illustrations. Verlag Wilhelm Maudrich, Spitalgasse 1B, Wien, IX, 1950. 

This work is like the books published in the United 
States in the College Outline Series, but it covers much more 
ground than an American would expect in a book entitled Medi- 
cal Chemistry. The topics covered are history of chemistry; 
such parts as physics and mathematics as are most needed in 
chemistry ; and general, physical, inorganic, organic, biologic and 
analytic chemistry. Wherever possible, the material is pointed 
to students of medical sciences. This is particularly true of the 
last section, where emphasis is placed on the analyses and 
technics used in chemical laboratories handling biologic 
materials. Excellent diagrams, figures and tables contain a 
wealth of easily assimilated information. 


NOTICES 
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La chirurgia delle malformazioni congenite del cuore e dei grossi vas, 
Di Giovanni d’Errico. Prefazione del Prof. L. Torraca. Paper. 800 lire. 
Pp. 156, with 23 illustrations. A. Morano, Editore, Piazza San Domenico 
Maggiore N. 9, Napoli, 1950. 


This book is based on experience gained by the author during 
his postgraduate work at the Westminster Hospital in London, 

The monograph begins with a brief review of the embryo- 
logic development of the heart. Most frequent congenital mal- 
formations of the heart and the great blood vessels are 
enumerated and illustrated with diagrams and cardioangiograms. 
Symptomatology, operative procedures and immediate and 
remote postoperative results are described in the following chap- 
ters. A short bibliography closes each chapter. 

Only general outlines of operations on the heart and the great 
blood vessels are given by the author. No technical details are 
given, and no instruments are described. Therefore the book 
would be of no value to a specialist. Apparently the purpose of 
this essay is to acquaint those not familiar with the subject with 
recent advances of surgery of malformations of the heart and the 
great blood vessels. This task has been accomplished in an 
admirable manner. The book is small, the subject is presented 
in a concise, lucid manner, the style is easily readable and the 
illustrations are adequate. 


Psycho-Analysis: A Handbook for Medical Practitioners and Stu- 
dents of Comparative Psychology. By Edward Glover, M.D. Second 
edition. Cloth. $4. Pp. 367. Staples Press, Ltd., 83 Gt. Titchfield 
St., London W.1; 70 E. 45th St., New York 17, 1949 

This is a systematic account of psychoanalysis and psychi- 
atric theory set in handbook form for general medica! practic- 
ioners, psychiatrists and other students of psychiatry and 
comparative psychology. The author has developed the presen- 
tation of psychiatric theory beyond descriptions of his first 
edition and has brought the history of psychoanalysis up to 
date. 

The impact of wartime psychiatry is mentioned 
are made on the wartime tendency toward a reactio! 
of the more superficial preconscious factors in mental disorders. 
The author lays stress on the influence of psycl biologic 
development of both normal and abnormal manifestations and 
draws close parallels between stages of infantile mental organi- 
zation and the adult disorders which spring from abnormalities 
in mental development. Controversial views as far as possible 


Comments 
in favor 


have been omitted. 
An exteusive glossary of psychiatric terms and a list of rec- 
ommended books for additional student reading are appended. 


A Year with Osler (896-1897: Notes Taken at His Clinics in the 


Johns Hopkins Hospital. By Joseph H. Pratt, a Member of the Class 
of 1898. Cloth. $4. Pp. 209, with 6 illustrations. Johns Hopkins 


Press, Homewood, Baltimore 18, 1949. 

\s a student, the writer of this book spent some time with 
Sir William Osler at Johns Hopkins Medical School about fitty 
years ago. Osler spoke clearly and sufficiently slow for his 
exact words to be taken down by the author. This book 1s 
based on such notes taken at Osler’s clinics at the Johns Hop- 
kins Hospital. Osler does not need introduction to the medical 
profession. His personality and his ability as a physician are s0 
well known that he still seems to be a living figure, at least 
in the memories of students and practitioners. His witticisms 
are frequently quoted. The presentation of the case reports 
reveals the orderly and concise way in which Osler served as 
a teacher. They also reveal his ability as a clinician. Those 
who are proud of their medical Jibraries will like to have this 
book for their collection. Others less familiar with the works 
of famous men will appreciate the revealing portraiture m this 
book. 


Diagnosis: Homicide, The Casebook of Dr. Coffee. By Lawrence G. 
Blochman, Cloth. $2.50. Pp. 217. J. B. Lippincott Company, 27- 
231 S. 6th S&., Philadelphia 5, 1950. 

A physician who for years has been favored in sto 
Collier’s Magazine is the subject of this book of fiction. A 
Daniel Webster Coffee is presented as a pathologist ™ 
Pasteur Hospital in Northbank who brings to detective B&™ 
scientific interest. The eight chapters offer pleasant diversio® 
for those who like this type of reading. 
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Selected Papers of Haven Emerson, A.M., M.D., D.S.M., Professor 
Emeritus of Public Health Administration, Columbia University, New 
York, N. Y. Published on the Occasion of His Seyenty-Fifth Bitrth- 
day, Oct. 19, 1949. Cloth. $3. Pp. 507. W. K. Kellogg Foundation, 
Battle Creek, Mich. ; American Public Health Association, 1790 Broad- 
way, New York 19, 1949. 


These papers cannot be adequately reviewed; they must be 
read. They reveal the multifaceted experience of the writer; 
they reflect the gentlest and most tolerant of philosophies, yet 
flash suddenly into strong words used with courage and power. 
In these writings is reflected a long life of service and teaching, 
coupled with leadership in public health administration, the 


- evaluation of public procedures and interest in the extension of 


medical care. They speak clearly and with conviction, often on 
controversial and dangerous subjects such as prohibition and 
public health. In these writings is revealed one of the few 
instances in which one who once espoused the cause of those 
who now advocate compulsory health insurance has the cour- 
age and forthrightness to declare a change of views and to 
stand with equal firmness on the opposing side. In these papers 
will be found a rich and varied store of experiences, touching 
on clinical medicine, public health, social progress, public 
policy, epidemiology and a personal philosophy of sturdy but 
kindly courage. Here is revealed the soul of a crusader in the 
noblest tradition. This collection of writings constitutes one 
of the most important and significant social documents in the 
medical literature of the past quarter-century. 


. 

Klinisch-Chemische Untersuchungsmethoden: Kurzgefasste Praktische 
Einfihrung in die klinisch-chemische, Laboratoriumsarbeit. Von Maria 
Fischer-Grébl. Band I, Einfiihrung in die medizinische Laboratori- 
umstechnik in Einzeldarstellungen. Herausgegeben von Thilde Grdébl 


und Maria Fischer-Grébl. Boards. 39 Austrian schillings, Pp. 139, 
with 32 illustrations. Verlag Wilhelm Maudrich, Spitalgasse 1B, Wien 
IX, 1949 


In this first of a series of manuals on technics used in medical 
laboratories, there are given brief, clear instructions for the 
histologic, bacteriologic and chemical tests commonly per- 
jormed in clinical laboratories on blood, urine, gastric contents, 
feces, spinal and cerebral fluid, exudates and transudates, and 
sputum. The instructions include the methods of preparing 
reagents required. This manual is an outgrowth of the 
author's extended experience in teaching technicians at the 
Histological-Embryological Institute, University of Vienna. It 
should be useful to those for whom it is intended—students and 
technicians in clinical laboratories too small to have their own 
manuals. The book also will appeal to people with training 
in medical sciences who wish to learn or refresh their technical 
German 


A.M.A. Interns’ Manual. Cloth. Price, $2.25. Pp. 201. W. B. 
Saunders Co., 218 W. Washington Square, Philadelphia 5, 1948. 

This popular book includes information on a variety of sub- 
jects and has become almost a must for students and interns 
who find help from pocket-size manuals. Included is informa- 
tion on internships and residencies, clinical and laboratory data, 
drug administration, useful drugs, poisoning, diet and nutrition,- 
physical medicine, lawful scope of intern practice and the Ameri- 
can Medical Association. The student can find information on 
what hospitals expect of interns, choice of an internship, com- 
mon emergencies, examination of the urine, drug dosage and a 
wide variety of other subjects. There is a minimum of wasted 
words; the format is pleasing and the text truly helpful. 


Healthy Babies are Happy Babies: A Complete Handbook for Modern 

By Josephine Hemenway Kenyon, M.D., and Ruth Kenyon 

Russell, M.D. An Atlantic Monthly Press Book. Fourth edition. 

$2.50. Pp. 310. Little, Brown & Company, 34 Beacon St., 
Boston 6, 1949. 


The excellent tradition of the “Handbook for Modern 
Mothers” is continued in this newly revised edition. Though 
less complete than at least one other book on this subject, it is 
in composition and lucid in presentation. Primarily 
intended for the laity, it is subtly reassuring about many com- 
mon causes of anxiety without creating a false sense of security. 

ne physician who has occasion to do so may recommend 

book to his patients unhesitatingly. He may well profit 
from its pages himself. 
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Cunningham’s Manual of Practical Anatomy. Volume {: General 
Introduction; Upper Limb; Lower Limb. Volume 11: Thorax and Abdo- 
men. Volume Iii: Head and Neck; Brain. Revised and edited by James 
Couper Brash, M.C., M.A., M.D., Professor of Anatomy, University of 
Edinburgh. Eleventh edition. Cloth. $4.25 each. Pp. 387, with 192 
illustrations; 488, with 239 illustrations; 513, with 231 illustrations. 
Oxford University Press, 114 5th Ave., New York 11; Amen House, 
Warwick Sq., London, E.C.4, 1948. 

These three volumes, which long have been familiar to medi- 
cal students, provide a source of information on anatomy 
which is appreciated not only by students but by practitioners, 
especially those interested in surgery. The importance 
of anatomy to the physician does not need to be stressed, 
but unfortunately not all students are as well grounded in this 
subject as they might be. Perhaps part of the fault lies in 
failure on the part of the student to orient his lectures and prac- 
tical dissection. If the student has difficulty he will find, as 
have many students before him, much help in this latest edition 
of “Cunningham’s Manual of Practical Anatomy.” The paper, 
printing and diagrams again are of admirable quality. 


Allergy in Relation to Otolaryngology. By French K. Hansel, M.D., 
M.S., F.A.C.A., Director of the Hansel Foundation, St. Louis, Missouri. 
Panel Discussion by Harold A. Abramson, M.D., and others. An Ofi- 
cial Publication of the American College of Allergists. Cloth. $2.50. 
Pp. 77. The Bruce Publishing Company, 2642 University Ave., St. 
Paul 4, Minn.; Box 1586, Minneapolis, 1949. 

Dr. Hansel has presented in this small monograph a brief 
impression of the relation of allergy to otolaryngology. He 
stresses the importance of attention to details in the study of 
nasal smears and emphasizes the need for conservation in nasal 
surgery. This section comprises 31 pages and is followed by a 
panel discussion by nine other contributors. The material as 
a whole is sound and conservative. This little book can be of 
service to some specialists and general practitioners who desire 
an easily obtainable summary of the subject. It will not, how- 
ever, be adequate for the rhinologist who wishes to have a 
complete conception of the principles of allergy, nor for the 
allergist who is interested in knowning more about rhinology. 


101 Questions to Ask Yourself Before You Marry. By Sylvanus M. 
Duvall, S.T.M., Ph.D., Professor of Social Science and Religion, George 
Williams College, Chicago. Cloth. $2.50. Pp. 171. Association Press, 
National Council of the Y.M.C.A., 347 Madison Ave., New York 17, 
1949. 

The questions in this book are certain to arise after marriage. 
This book contains the sensible suggestion that they be asked, 
and answered, before marriage. The answers to 101 typical 
questions are given under ten headings; love, readiness for 
marriage, suitability of marriage partners for each other, 
family and family relationships, previewing money problems, 
sex, character traits, personality, mental health and behavior 
in crises. Only twelve questions are devoted to sex. The 
questions are well selected to make a comprehensive list. The 
emphasis on character, common interests, ability to meet a 
crisis and a sensible ideal of love expressed in mutual respect, 
consideration and helpfulness is sound and constructive. The 
book is interestingly written; it does not fall into a trite ques- 
tion-and-answer routine despite its basic organization. This 
book can Le recommended to young people before marriage. 


A Doctor Regrets—Being the First Part of “A Publisher Presents 
Himself.” By Donald MclI. Johnson. Cloth. 12s.6d. Pp. 242, with 
64 illustrations. Christopher Johnson Publishers, Ltd., 109 Great Bus- 
sell St., London, W.C.1, 1949. 

This book is essentially an autobiography of a physician who, 
following several years of the practice of medicine, turned to 
another field at the age of 33 when there was threat of regula- 
tion of medical practice. The story is of a person in another 
country (Great Britain) who was the son of a physician and 
who in time saw service as a medical officer for an East Green- 
land Expedition, by. which he became acquainted with Arctic 
conditions, and as a physician in Labrador. Some of the sixty- 
four illustrations provide an interesting insight into conditions 
in these areas. The book does not have the same lively spirit 
that ss found in some autobiographies, but it may be well 
received by those who are avid readers. 
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QUERIES AND MINOR NOTES 


The answers here published have been prepared by competent authorities. 


They do not, however, 


represent the opinions of any official bodies unless specifically stated in the reply. Anonymous communi- 
cations and queries on postal cards will not be noticed. Every letter must contain the writer's name and 


address, but these will be omitted on request. 


ALLERGY TO SURGEON’S RUBBER GLOVES 

To the Editor:-—! have been pursuing a course of surgical training since 
1946. | have developed an allergy to latex gloves. ! found that the 
dermatitis of my hands was relieved by wearing neoprene gloves. | 
exhausted my supply of them and was told by several supply companies 
that they were no longer being manufactured. | have been trying out 
two other types of gloves, of dermatized latex and of brown rubber. 
The former were satisfactory for a while, but | am now getting some 
dermatitis. Jn order to decide whether to continue my career in 
surgical work, | would like to know whether there is any other type of 
glove that does not contain the same allergen as latex? What is the 
nature of the irritant contained in latex? Can rubber gloves be treated 
chemically to eliminate their allergenic properties? 

Luther H. Cone, M.D., Shamokin, Po. 


ANSWER.—Among surgeons dermatitis caused by wearing 
rubber gloves is not uncommon. The principal causes are the 
accelerants and antioxidants in the rubber and the chemicals 
continually being formed on the surface of vapor-cured or acid- 
cured gloves. 

Neoprene gloves are still being made. The Pioneer Rubber 
Co.. Willard, Ohio, and the Hood Rubber Co., Watertown, 
Mass., are two makers of neoprene gloves. There are several 
types of neoprene and several types of neoprene latex. The 
neoprenes as a rule require less of accelerants and antioxidants 
than natural rubber. For some purposes accelerants and anti- 
oxidants are not used in compounding neoprene. 

The B. F. Goodrich Co. makes a special glove for surgeons 
who are allergic to the ordinary surgeons gloves of latex. 
Write to F. H. Schellin, B. F. Goodrich Co., Akron, Ohio, for 
the special anode latex glove for use by surgeons who are 
allergic to the regular latex gloves. 

The irritants in latex gloves may be the accelerants, anti- 
oxidants or chemicals formed on the surface as the result of 
curing with sulfur monochloride (vapor cure). The latex itself 
may contain ammonia to prevent its coagulation in shipment or 
storage. Autoclaving does not destroy the irritants in latex 
gloves. When surgeons’ gloves are soaked for fifteen minutes 
im a 5 per cent solution of sodium carbonate, then rinsed in 
water, dry sterilized and worn dry with plenty of powder, 
dermatitis has in some cases been prevented. The process must 
be repeated each time before the gloves are worn. See Schwartz, 
L.: Tulipan, L.. and Peck, S. M.: “Occupational Diseases 
of the Skin,” Philadelphia, Lea & Febiger, 1939, pages 509, 
514 and 572. 

RAYNAUD'S DISEASE 
To the Editor:-—A woman aged 58 has Raynaud's disease. All ten digits 
are thin, white ond painful. After excitement and during cold 

they turn blue. Estrogen and progesterone injections were not helpful; 

but priscoline® (2-benzyl-4, 5-imidazoline hydrochloride) gave some relief. 

Is surgery advised? If so, what procedure and where can it be looked up? 

M.D., California. 


Answer.—Patients with mild Raynaud's disease can be kept 
under control and relatively free of symptoms by appropriate 
medical management. This consists in protecting the parts 
against trauma and changes in temperature. One should par- 
ticularly avoid exposure of the hands to cold weather and cold 
water. The protecting garments—gloves—should be of the 
mitten type rather than of the finger type so as to avoid con- 
striction. Light massage and manipulation are also helpful. 
Reassurance is of utmost importance, because some patients 
will have vasoconstriction caused by fear and anxiety. Vaso- 
dilators, of which priscoline® is a type, are occasionally helpful. 
A great help in some cases is the use of common ion transfer 
using methacholine chloride (mecholyl®). Tobacco has a vaso- 
constricting tendency, therefore patients who have Raynaud's 
disease should avoid the use of tobacco. The association of 
ulcers with Raynaud’s disease involves special treatment with 
the antibiotics and other aids that would enhance the terminal 
circulation. Most well established cases of primary Raynaud's 
disease require surgical intervention—sympathectomy. Further 


information regarding the management of Raynaud’s disease 
will be found in Vascular Diseases in Clinical Practice by Dr. 
Irving Sherwood Wright (Chicago, The Year Book Publishers, 
Inc., 1948) or Surgical Management of Vascular Diseases by 
Dr. Gerald H. Pratt (Philadelphia, Lea & Febiger, 1949). 





BLOOD TRANSFUSIONS 
To the Editor:—How important is it to give Rh-negative blood to on 
Rh-negative mon? it is the usual practice to give Rh-negative blood to 
Rh-negative women. W. C. Goodlett, M.D., Olean, N. Y. 


Answer.—The simplest and safest procedure is to use Rh- 
negative blood for all Rh-negative recipients whether male or 
female, and this is the policy adopted by most hospitals. How- 
ever, if there is a shortage of Rh-negative blood or an emer- 
gency arises in which Rh-negative blood is not available, it is 
permissible to give Rh-positive blood to Rh-negative male 
patients, provided that the blood is proved to be compatible 
by adequate cross matching tests. In such cases the absence 
of Rh antibodies from the recipient's serum must be demon- 
strated by matching the patient's serum against the prospec- 
tive donor’s red cells by the agglutination method in saline 
mediums and by sensitive tests for univalent Rh antibodies 
(albumin plasma test or antiglobulin test, or matching test using 
trypsinated red cells of the prospective donor). 

The main disadvantage of giving Rh-positive blood to an Rh- 
negative male patient is that such a transfusion will bring 
about Rh sensitization in 50 per cent of the cases. Although 
Rh sensitization is not harmful to the Rh-negative person, 
should such a sensitized patient require a transfusion in the 
future and through error be given Rh-positive blood, a danger- 
ous reaction could result. 


RECURRENT MALARIA AND QUINACRINE 


To the Editor:—A man aged 31 has had recurrent malaria for about five 
years. He has been receiving quinacrine hydrochoride (atabrine® di- 
hydrochloride) three times daily for years, since cessation of this dosage 
causes an attack of malaria. He has been advised that he must con- 
tinue to take this drug indefinitely. Besides his jaundice-like appearance 
he is fidgety, suffers from extreme photophobia and has slightly engorged 
retinal vessels with bright reflexes. The fundus appears pale. A refrac- 
tion reveals no need for lenses. | should like to know whether this 
quinacrine therapy is advisable, what is the prognosis of such a case, ond 
what side reactions might be expected from such long-continued usoge 
of the drug? Morris Greenberg, 0.D., Vineland, N. J. 


ANswer.—There is no reason why the patient must be con- 
demned to take quinacrine hydrochloride for life, because the 
newer suppressive antimalarial drugs (camoquin® [4- (7-chloro- 
4-quinolylamino)-alpha-diethylamino-ortho-cresol] and_ chloro- 
quine diphosphate (aralen®) will accomplish as much with two 
tablets per week. A thrice daily dose of quinacrine is exces- 
sive (unless the patient has acute symptoms with demonstrable 
parasites in the blood) and is likely to cause serious symptoms 
if continued. Proper therapy would be to withdraw the drug 


‘and to be certain that illness is due to a malarial infection, as 


subjective observations in the absence of parasites in the blood 
smear are not diagnostic. If parasites can be demonstrated, 
which seems somewhat doubtful in view of the symptoms present 
with an overdosage of the drug, the patient should be given cura- 
tive therapy of pentaquine 10 mg. three times daily and quinine 
10 grains (0.65 Gm.) three times daily, taken simultaneously for 
two weeks. See the article, “Cure of Chronic Vivax Malaria 
with Pentaquine,” by L. T. Coggeshall and F. A. Rice 
J. A. M. A. 139:437-438 [Feb.°12] 1949. If this regimen 1s 
not acceptable, then the suppressive program using camoquin® 
or chloroquine diphosphate is recommended. 


THE ATOM BOMB AND THE BIRTH RATE 
To the Editor:—1 am interested in the effect of the atom bomb on future 
offspring. Has there been any evidence of the effect of be 
the children born in Hiroshima since the bombing, particularly obner- 
malities, monsters and teratomas? Has there been a decrease in the birth 
rate? Monte Salvin, M.D., St. Petersburg, Fis. 


Answer.—There has not been a decrease in the birth at 
either at Hiroshima or at Nagasaki. There is no evid 
effects of radioactivity on children born in Hiroshima since the 
atomic bombing. The incidence of abnormalities is no greater 
than in the control population. ‘ 
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ASYMPTOMATIC NEUROSYPHILIS 
To the Editor:—A lawyer aged 30, who is a veteran of the Bataan Death 
March and was in Japanese prison camps for four years, was discharged 
about four years ago with a diagnosis of avitaminosis, chronic amebic 
dysentery and chronic malaria. He has been free of malaria and dysentery 
for over a year. He was recently told that his mother had syphilis. He 
is the sixth of eight children. The first was stillborn, the second is living 
and has active syphilis now. The third had dementia paralytica and 
committed suicide. The fourth now has active syphilis, the fifth was 
killed at the age of 5 years, and the seventh and eighth are not 
accounted for. Reaction of his blood to the Kahn test has been negative 
on numerous occasions, but examinations of three successive spinal fluids 
sent to different laboratories have shown positive reactions to the Kahn and 
Kolmer tests with a negative cardiolipin antigen response. A colloidal 
gold curve is 1111100000 and total protein is 42 mg. per hundred cubic 
centimeters. The only positive neurologic observations are knee reflexes 
absent on the right and faintly present on the left. The pupils are equal 
and regular and react well to light and accommodation. Does he have 
syphilis of the central nervous system, and, if so, what form of treatment 


is indicated? W. R. Hutchinson, M.D., Deland, Fla. 
Answek.—The young lawyer probably has neurosyphilis, pos- 
sibly in the late, relatively asymptomatic form seen in young 


adults with congenital infections. Too little is known regarding 
pseudosyphilitic or biologic false positive spinal fluid tests, but 
the laboratory confirmation, notwithstanding the negative 
response with cardiolipin antigen, tends to confirm a diagnosis 
of neurosyphilis. It should be noted that the spinal fluid 
reports lack cell count; the total protein is a high normal. 
Formulas of this type not infrequently appear in the involution 
of neurosyphilis under treatment. Notwithstanding that the 
patient gives no history of treatment, it should be recalled that 
he has had repeated malarial sieges, which may have had ther- 
apeutic effect. The best therapeutic suggestion in the circum- 
stances is administration of 9 million units of procaine penicillin 
in aqueous suspension or with aluminum monostearate, 600,000 
units a day for fifteen days or five days a week for three weeks. 
The spinal fluid should be reexamined three months after the 
completion of such a course of treatment. The occurrence of a 
negative serologic test is not incompatible with this type of 
neurosy philis. 


PORCELAIN DUST 


To the Editor:-—1I have a patient (aged 50) with a condition believed to be 
caused by the inhalation of porcelain dust. He has cancer of the bladder 
with metastasis in the lungs. Are data available on such a condition 
due to porcelain dust? M.D., New York. 


Answer.—The term porcelain is used loosely for several 
ceramic mixes, unlike the original hard porcelain for tableware. 
Many contain free silica in appreciable quantities. Many cases 
of silicosis have stemmed from porcelain mixes. However, it is 
not known that silica as found in any industry may lead to 
neoplastic disease of the urinary bladder. In recent years in a 
few ceramic industries making porcelain specialties beryllium 
oxide has been employed. So little is understood about the 
nature of beryllium granulomatosis that remote possibility exists 
that a cancer-like condition could arise from beryllium oxide. 
In the present instance, due inquiry should be made as to any 
use of beryllium in the ceramic mixes. If the answer is in the 
affirmative, this entire situation including the original chest 
condition should be properly explored with regard to the action 
of beryllium oxide. At this writing there is no implication 
that berylliosis does exist and, further, no implication that a 
bladder tumor with secondary pulmonary lesions may appear as 
an aspect of silica action. 


PROSTATIC HYPERTROPHY 
To the Editor:—Before the diagnosis of prostatic hypertrophy is formally 
establi . However, 


absence of obvious hypertrophy. Hes there been a study on this initial 
Stage of prostatism without hypertrophy? M.D., Philadelphia. 


ANSwer.—The question is ambiguous. “Prostatism” is an 
Mscientific term which unfortunately has crept into the litera- 
lure to designate obstruction at the bladder neck in the male. 

static hypertrophy may progress to a severe degree without 
causing any obstruction at the bladder neck. The process, which 
s really hyperplasia and not hypertrophy, may cause a small 
Tuctive lesion and bring about complete retention. The 
old phrase “prostatism sans prostate” is explained by median bar 
ion, which is really hyperplasia of the subcervical gland 

o subtrigonal tissues. Contracture of the vesicle neck may 
cur with actual decrease in the size of the prostate but with 
Pronounced symptoms of “prostatism.” The work of Lower 
and his associates on large white rats in symbiosis has shown 
the pituitary gland undoubtedly activates the gonadial 
ton to initiate prostatic hyperplasia. 
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TREATMENT OF CLONORCHIS SINENSIS INFESTATION 

To the Editor:—A young white man, 18 years old, who arrived from China 
@ year ago, is suffering from severe infestation with Clonorchis sinensis, 
as proved by the consistent presence of Clonorchis ova in the stools. 
There are no clinical manifestations except poor nutrition and dyspepsia. 
His blood cell count shows 11 per cent eosinophils but otherwise is normal. 
He was treated with methylrosaniline chloride, which proved to be 
ineffective, and a course of phenyl salicylate, but ova continued to be 
present in his stools. Can you recommend effective measures? 


Hans J. Weil, M.D., Long Beach, Calif. 


ANSWER.—Methylrosaniline chloride has been most effective 
in recent, mild cases of clonorchiasis. A course of 0.065 
Gm. three times a day for 30 days may be curative. In long- 
standing or severe cases, repeated courses of treatment 
with methylrosaniline chloride frequently fail to bring about 
complete cure. However, unless an egg count is made on the 
patient’s stool before and after treatment, the partial elimina- 
tion of the infestation may not be recognized. 

Recently the antimalarial drug chloroquine (7-chloro-4-[4- 
diethylamino-1-methylbutylamino] quinoline) has been shown 
to be effective against Clonorchis infestations, presumably 
because of its extremely high concentration in the liver. A num- 
ber of patients have been completely cured with this drug, but 
like methylrosaniline chloride it may not completely eliminate 
the infestation. Chloroquine therapy has the advantage of not 
producing the distressing nausea, vomiting and abdominal distress 
encountered in methylrosaniline chloride therapy. The adult 
dose for the treatment of Clonorchis infections is 4 tablets, 
0.25 Gm. each, daily for the first three days followed by 2 
tablets daily for the next 20 days. 

The trivalent antimony compounds antimony potassium tar- 
trate and stibophen are of some value in Clonorchis infestations. 
Their low therapeutic effect, their administration intravenously 
or intramuscularly and their occasional toxicity limit their 
usefulness. 


PTYALISM 

To the Editor:—A white man aged 50 was given 300,000 units of procaine 
penicillin in oil and beeswax intramuscularly for ao furuncle inside the 
nose three months ago. Two weeks after the injection urticaria and 
increased salivation developed. He was treated with antihistaminic drugs, 
and after six weeks there were no more skin reactions. However, the 
ptyalism has continued. There is no history of any previous allergic 
manifestations. He had a transurethral prostatectomy last year. At 
present he feels in excellent health except for the ptyalism, which is 
causing him anxiety and worry. There is no difficulty in swallowing 
the saliva. His blood pressure is 120 systolic and 80 diastolic, pulse 
rate 66, height 5 feet 6 inches (168 Cm.) and weight 160 pounds 
(72.6 Kg.). Physical examination reveals no abnormality or disease 
except a somewhat elongated uvula. Can increased salivation result from 
penicillin sensitivity? What treatment is advised? M.D., Canada. 


ANSwER.—Since ptyalism as a manifestation of penicillin 
hypersensitivity has not been reported previously, it would be 
well to explore other possibilities such as peptic ulcer of the 
lower part of esophagus, stomach or duodenum or pancreatic 
disease. Also, it would be well to determine some of the incit- 
ing factors concerned with ptyalism, such as the effect of any 
special food and any history of allergic difficulties other than 
those that followed penicillin therapy. F. Parkes Weber 
(Weber, F. P.: Paroxysmal Salivation and Ideological Expla- 
nations, in Endocrine Tumours, and Other Essays, London, 
Lewis, 1936, page 132) called attention to acute paroxysmal 
attacks of salivation induced by muscular exercise, especially 
exercise soon after meals; in some such cases the attack can 
be stopped by assuming the horizontal position. He suggested 
that an allergic factor is important in inducing paroxysmal 
salivation in some patients. Treatment may be unsatisfactory 
unless one can determine the inciting cause of the salivation. 


OPTICAL DIFFICULTIES AND MULTIPLE VITAMINS 

To the Editor:—What is the possibility of toxic reactions from vitamin 
products in ordinary multivitamin preparations, and also from kelp tab- 
lets? Two patients have had temporary loss of central vision and loss of 
several fields of vision lasting about one and one-half hours. An allergic 
cutaneous itch, especially on the abdomen, preceded the 
culty. No other drugs of any kind had been token. 

William T. Sayre-Smith, D.D.S., San Diego, Calif. 


ANswer.—None of the vitamins usually contained in com- 
mercially available multivitamin preparations are toxic except 
in enormous doses. Optical difficulties have not been reported 
following ingestion of vitamins. Kelp may contain fairly large 
quantities of iodine. Some persons exhibit a sensitivity to 
iodine which may be manifested by a skin rash. Temporary 
scotomas are occasionally seen in allergic reactions. 











QUERIES AND 





INTESTINAL TRICHOMONAS INFECTION 

To the Editor:—\ have a patient with a severe trichomonas infection of 
the rectum which produces intense rectal itching. There are no trich- 
omonads in the vagina and in the bladder. | have tried salves, methyl- 
rosaniline chloride (by mouth and by local application) and hexylresorcinol 
without success. Also low enemas with boric acid and potassium per- 
manganate. What is suggested as treatment for intestinal trichomonas? 

H. B. Eisenstadt, M.D., Port Arthur, Texas. 


ANSWER.—It is presumed that the protozoon isolated from 
the rectum in this case is Trichomonas hominis, a not uncommon 
inhabitant of the gastrointestinal tract. It is considered to be 
a questionable pathogen, therefore a careful search for other 
causes of pruritus ani should be made. Elimination of 
trichomonads from the gastrointestinal tract is difficult. No 
drug is specific, but the use of the following amebicidal agents 
offers some chance of success: 

1. Carbarsone 0.25 Gm. three times a day for ten days along with 
the use of one carbarsone suppository daily for the same period. 


2. Diiedo-hydroxyquinoline (diodoquin®) tablets 0.21 Gm., two to four 
tablets three times a day in conjunction with daily rectal insufflation with 
floraquin powder® (containing 2.15 Gm. diiodo-hydroxyquinoline per 1 
ounce [28 Gm.] of powder). 


Che fact that Trichomonas hominis live in the small as well 
as the large intestines makes rectal administration alone of no 
value in treatment. 


OBESITY 

To the Editor:—Iin my experience in the treatment of obesity, after | am 
assured that the case is one of simple obesity, diet restriction and appetite- 
reducing drugs have been successful. | do not prescribe thyroid or 
excessive exercise. | am puzzled by the case of a woman aged 45 with 
beginning menopausal signs. Results of all examinations are essentially 
within normal limits, including the basal metabolic rate. Regardless of 
dieting, fluid restrictions and dextr phetami sulfate (dexedrine®) 
therapy and moderate exercise (as a storekeeper) there is no reduction. 
What is suggested? Samuel D. Gaev, M. D., Philadelphia. 





ANswer.—There is probably nothing about which women 
distort the truth more than the amount of food they eat. Per- 
haps it would be best to check carefully the amount of food 
this person actually eats. The case described does bring up 
an important consideration: there is probably much more 
involved in obesity than overeating. Evidence is slowly 
accumulating that certain substances are involved in the deposi- 
tion of fat and in its combustion. Unfortunately, there is no 
substance now available commercially that has a specific effect 
on the combustion of fat. At present the treatment of obesity 
should consist of the administration of an adequate weight- 
reducing diet plus the correction of any glandular deficiency. 
The diet should be adequate in everything except calories; it is 
important that it contain sufficient protein and vitamins. 


BLANCHING OF ONE ARM 

To the Editor:—When | raise both my arms straight upward my right hond 
becomes blanched as if all the blood had left it. My left hand remains 
unchanged. The pulse in my right remains the same. Blood pressure 
levels are practically alike (normal) in both arms. | am 50 years of age 
and have no other symptoms. Chest roentgenograms and electrocardio- 
graphs do not reveal any abnormalities. My cardiologist says the condi- 
tion described has no significance. M.D., Pennsylvania. 


Answer.—Blanching of the upper extremity on elevation over 
the head is usually due to obliteration of the main blood supply 
to the extremity. This is most frequently due to a tight scalenus 
anticus muscle or to a cervical rib. However, since the roent- 
genograms of the chest reveals nothing abnormal, it can be 
assumed that there is no cervical rib, and, since the radial pulse 
remains the same, even on elevation, it is probable that there is 
no direct pressure from the scalenus anticus muscle on the sub- 
clavian artery. In the absence of these abnormalities it is most 
likely that the blanching on elevation is due to a relatively poor 
collateral circulation on the one side as compared with the 
other. In view of the data, however, this probably is not of 
any clinical importance. 


DISCOLORATION OF SKIN UNDER GOLD RINGS 
To the Editor:—What causes the skin of some persons to turn black under- 
neath a gold ring or wristwatch band? Apparently the gold itself is not 
affected. M.D., Ohio. 


ANsSwWeR.—The usual explanation is that nickel alloy, an 
ingredient of most gold jewelry, combines with the sulfur in the 
skin to form nickel sulfide which produces the discoloration. It 
often can be prevented by painting the inner contact surface of 
the jewelry with flexible collodion or colorless nail polish. 
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TREATMENT OF FURUNCULOSIS 

To the Editor:—\ would like to know the present status of tin and tin 
oxides in the treatment of furunculosis and carbuncles. 

R. C. Steck, M.D., Ridgeville, ind, 


ANsSWeR.—Tin and tin oxides are no longer used for the 
treatment of furunculosis and carbuncles. Treatment of these 
diseases with the sulfonamides and the antibiotics (locally and 
parenterally) has produced such excellent results that the tin 
preparations have practically gone out of use. In fact, there 
was never any unanimity of opinion regarding the effectiveness 
of the tin preparations. 


HYPERTROPHY OF GUMS 

To the Editor:—A man aged 31 has idiopathic epilepsy. His severe grand 
mal seizures are well controlled by diphenylhydantoin sodium (dilantin®) 
and phenobarbital. Unfortunately the diphenylhydantoin causes extreme 
hypertrophy of the gums and buccal mucosa; hence, | am forced every 
five or six months to substitute for one or two months mesantoin® 
(3-methyl-5, 5-ethylphenythydantoin) or mephobarbital (mebaral®) to give 
the gums a chance to return to normal. The substitute medicaments are 
much less efficient in controlling the seizures. What is suggested? 

Donald C. Walker, M.D., Delanson, N. Y. 


ANSWER.—Presumably the patient has already been instructed 
to clean the teeth and massage the gums scrupulously. The 
redundant tissue could be amputated every few months. Pos- 
sibly the mesantoin® has not been given up to the point of tol- 
erance. If it has, diphenylhydantoin and mesantoin® might be 
given in combination, the dose of diphenylhydantoin being 
reduced to the point where the overgrowth of gums does not 
interfere with the mastication of food. 


LIVER EXTRACT FOR AGED PERSONS 
To the Editor:—in my experience crude liver extract exerts a definitely tonic 
and beneficial effect in old persons who have postinfectious exhaustion 
and debility. This effect goes far beyond that experienced after vitamin 
preparations have been given. What is the rationale for this effect, and 
is it recognized by the Council on Pharmacy and Chemistry? 
George Vash, M.D., Aldenville-Chicopee, Mass. 


ANsWER.—The only claims for liver extract recognized by 
the Council on Pharmacy and Chemistry are those pertaining 
to the control of pernicious anemia and certain other macrocytic 
anemias. Crude liver extracts often contain components of the 
vitamin B complex and other nutritional factors. If the elderly 
patients mentioned in the query are anemic or have mild 
nutritional deficiencies, it is conceivable that crude liver extract 
could exert a tonic effect by its action in correcting such 
deficiencies. 

THIOMERIN® AND MERCUHYDRIN® 
To the Editor:—With reference to the diuretics mercaptomerin sodium 

(thiomerin sodium®) and meralluride sodium solution (mercuhydrin 

sodium®), which one is considered less toxic? 

D. E. Jeffry, M.D., Oakland, Calif. 


Answer.—There are no satisfactory clinical comparisons as 
yet between mercaptomerin sodium and meralluride sodium solu- 
tion that would indicate any truly significant difference m 
toxicity. Animal work suggests that delayed toxic effects are 
fewer with mercaptomerin but data available do not permit one 
to transfer these observations to human beings. 


PNEUMONIA VACCINES 
To the Editor:—Has pneumonia vaccine any virtue in preventing pneumonia? 
J. M. Covington, M.D., Wadesboro, N. C. 


ANswer.—Pneumonia vaccines never received general accept- 
ance. They are not practical and are seldom used now. 


HIGH BLOOD PRESSURE 

To the Editor:—1 should like to take exception to the ; 

question concerning high blood pressure in Queries and 

The Journal, March 18, page 859. In clinical studies of 300 patients 
with hypertensive vascular disease followed closely for 
fourteen years, the blood pressure as recorded in office or 
not found to be related statistically to the development of complications 
or ultimate prognosis. Whereas rapid rises in diastolic pressure or Su 
tained high diastolic values were of some prognostic import in comparison 
with lower readings in other groups, the number of exceptions mode it 
impossible to utilize these facts in dealing with individual patients. 
Basal or “resting” blood pressure values may prove to be of greater 
significance in determining the future outcome of hypertensive subjects. 
Too many patients are frightened unnecessarily and without justification 


by the emphasis given to a sphyg tric reading in a doctor's office. 
























